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M E E T I N G 

(8:00 a.m.) 

 DR. PAGE:  Good morning.  I'd like to call this meeting of the Circulatory System 

Devices Panel to order. 

 I'm Richard Page, Chairperson of the Panel.  I am a clinical cardiac 

electrophysiologist, and I serve as Chair of the Department of Medicine at the University of 

Wisconsin in Madison. 

 I note for the record that the voting members present constitute a quorum as 

required by 21 C.F.R. Part 14.  I would also like to add that the Panel members participating 

in the today's meeting have received training in FDA device law and regulations. 

 For today's agenda, the Panel will discuss, make recommendations, and vote on 

information related to the premarket approval for the Absorb GT1 Bioresorbable Vascular 

Scaffold System sponsored by Abbott Vascular. 

 Before we begin, I'd like to ask our distinguished Panel members and the FDA staff 

seated at this table to introduce themselves.  Please state your name, your area of 

expertise, your position, and affiliation.  And if I may, I'll start over here with 

Dr. Zuckerman. 

 DR. ZUCKERMAN:  Good morning.  Bram Zuckerman, Director, FDA Division of 

Cardiovascular Devices. 

 DR. CONNOR:  Jason Connor, statistician, Berry Consultants, and assistant professor 

at the University of Central Florida College of Medicine. 

 DR. VETROVEC:  George Vetrovec, Professor Emeritus, VCU Medical Center, 
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interventional cardiologist. 

 DR. LASKEY:  Warren Laskey.  I'm Chief of Cardiology at the University of New 

Mexico. 

 DR. BRINDIS:  Ralph Brindis, Clinical Professor of Medicine at UCSF, cardiovascular 

outcomes research, and a recovered interventionalist. 

 DR. PATTON:  I'm Kris Patton.  I am a cardiac electrophysiologist at the University of 

Washington. 

 MS. WASHINGTON:  Evella Washington, DFO. 

 CDR CULBREATH:  Commander Dimitrus Culbreath, DFO. 

 DR. LANGE:  Rick Lange, interventional cardiology, President of the Texas Tech 

University Health Sciences Center in El Paso. 

 DR. SOMBERG:  John Somberg, Professor of Medicine and Pharmacology, Rush 

University, Chicago. 

 DR. WEISFELDT:  I'm Myron Weisfeldt.  I'm Professor of Medicine at Johns Hopkins, 

and I'm a past Head of Cardiology at Johns Hopkins. 

 DR. BRINKER:  Jeff Brinker, interventional cardiologist at Johns Hopkins. 

 MR. THURAMALLA:  I'm Naveen Thuramalla.  I'm the Vice President of Engineering 

and Clinical Studies at Transonic Systems.  I'll be serving as the Industry Representative. 

 MS. SCHWARTZOTT:  I'm Jennifer Schwartzott, and I'm the Patient Representative. 

 DR. PAGE:  Thank you very much. 

 If you've not done so, I'll ask everyone to please sign the attendance sheets that are 

on the tables by the doors. 
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 I'd also like to just remind the Panel that we have important work to do today, and I 

really want everyone to be able to hear your comments and any concerns.  And for that 

reason, I will ask that we not have any conversations among ourselves unless we're 

speaking to the microphone and we've been called upon.  I also ask you to raise your hand, 

and I'll acknowledge that you have a comment or a question.  Please don't turn on your 

microphone unless you're speaking.  It actually helps the acoustics.  And we have a limited 

number of lights that can be on at one time. 

 I'll also remind the Panel that any discussions about the topic for today's meeting are 

all to be held while we're called to order, and during breaks and during lunch we will not 

talk about the matter at hand. 

 I'll now ask Commander Dimitrus Culbreath, the Designated Federal Officer for the 

Circulatory System Devices Panel, to make some introductory remarks. 

 Commander Culbreath. 

 CDR CULBREATH:  Thank you.  Good morning.  I will now read the Conflict of Interest 

Statement dated March the 15th, 2016. 

 The Food and Drug Administration is convening today's meeting of the Circulatory 

System Advisory Panel of the Medical Devices Advisory Committee under the authority of 

the Federal Advisory Committee Act of 1972.  With the exception of the Industry 

Representative, all members and consultants of the Panel are special Government 

employees or regular Federal employees from other agencies and are subject to the Federal 

conflict of interest laws and regulations. 

 The following information on the status of this Panel's compliance with Federal 
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ethics and conflict of interest laws covered by, but not limited to, those found at 18 U.S.C. 

Section 208 are being provided to participants in today's meeting and to the public. 

 FDA has determined that members and consultants of this Panel are in compliance 

with the Federal ethics and conflict of interest laws.  Under 18 U.S.C. Section 208, Congress 

has authorized FDA to grant waivers to special Government employees and regular Federal 

employees who have financial conflicts when it is determined that the Agency's need for a 

particular individual's services outweighs his or her potential financial conflict of interest. 

 Related to the discussions of today's meeting, members and consultants of this Panel 

who are special Government employees or regular Federal employees have been screened 

for potential financial conflicts of interest of their own as well as those imputed to them, 

including those of their spouses or minor children and, for purpose of 18 U.S.C. Section 208, 

their employers.  These interests may include investments; consulting; expert witness 

testimony; contracts/grants/CRADAs; teaching/speaking/writing; patents and royalties; and 

primary employment. 

 For today's agenda, the Panel will discuss and make recommendations and vote on 

information related to the premarket approval application for the Absorb GT1 

Bioresorbable Vascular Scaffold System sponsored by Abbott Vascular.  The Absorb GT1 

Bioresorbable Vascular Scaffold is a temporary scaffold that will fully reabsorb over time 

and is indicated for improving coronary luminal diameter in a patient with ischemic heart 

disease due to de novo native coronary artery lesions (the length ≤ 24 mm) with a reference 

vessel diameter of ≥ 2.5 mm and ≤ 3.75 mm. 

 Based on the agenda for today's meeting and all financial interests reported by the 



12 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

12 

 
Panel members and consultants, no conflict of interest waivers have been issued in 

accordance with 18 U.S.C. Section 208. 

 Naveen Thuramalla is serving as the Industry Representative, acting on behalf of all 

related industry, and is employed by Transonic Systems, Inc. 

 We would like to remind members and consultants that if the discussions involve any 

other products or firms not already on the agenda for which an FDA participant has a 

personal or imputed financial interest, the participants need to exclude themselves from 

such involvement and their exclusion will be noted for the record. 

 FDA encourages all other participants to advise the Panel of any financial 

relationships that they may have with any firms at issue. 

 A copy of this statement will be available for review at the registration table during 

this meeting and will be included as part of the official transcript. 

 I will now read the Appointment to Temporary Voting Status statement. 

 Pursuant to the authority granted under the Medical Devices Advisory Committee 

Charter of the Center for Devices and Radiological Health, dated October 27th, 1990, and as 

amended August 18th, 2006, I appoint the following individuals as voting members to the 

Circulatory System Devices Panel for the duration of this meeting on March 15, 2016: 

 Dr. Ralph G. Brindis, Dr. Jeff A. Brinker, Dr. Jason T. Connor, Dr. Scott R. Evans,  

Dr. Warren K. Laskey, Dr. John C. Somberg, Dr. George W. Vetrovec, and Dr. Myron L. 

Weisfeldt. 

 For the record, these individuals are special Government employees who have 

undergone the customary conflict of interest review and have reviewed the material to be 
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considered at this meeting. 

 This was signed by Jeff Shuren, M.D., J.D., Director, Center for Devices and 

Radiological Health, on February 23rd, 2016. 

 For the duration of the Circulatory System Devices Panel meeting on March the 15th, 

Ms. Jennifer Schwartzott has been appointed as a Temporary Non-Voting Member.  For the 

record, Ms. Schwartzott, a Patient Representative, serves as a consultant to the Circulatory, 

Tissue, and Genetic Therapy Advisory Committee in the Center for Drug Evaluation and 

Research.  This individual is a special Government employee who has undergone the 

customary conflict of interest review and has reviewed the material to be considered at this 

meeting. 

 The appointment was authorized by Jill Hartzler Warner, J.D., Associate 

Commissioner for Special Medical Programs, on March the 3rd, 2016. 

 A copy of this statement will be available for review at the registration table during 

this meeting and will be included as part of the official transcript.  Thank you. 

 FDA encourages all other participants to advise the Panel of any financial 

relationships that they may have with any firms at issue. 

 Before I turn the meeting back over to Dr. Page, I would like to make a few general 

announcements. 

 The transcripts of today's meeting will be available from Free State Court Reporting, 

Inc.  Their telephone number is (410) 974-0947. 

 Information on purchasing videos of today's meeting can be on the table outside the 

meeting room. 
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 The press contact for today is Ms. -- meeting is Ms. Deborah Kotz. 

 I would like to remind everyone that the members of the public and the press are 

not permitted in the Panel area, which is the area behind the speaker's podium.  I request 

that reporters please wait to speak to FDA officials until after the Panel meeting has 

concluded. 

 If you are presenting in the Open Public Hearing section today and have not 

previously provided an electronic copy of your slide presentation to FDA, please arrange to 

do so with Mr. Artair Mallett at the registration desk. 

 In order to help the transcriber identify who is speaking, please be sure to identify 

yourself each and every time that you speak. 

 Finally, please silence your cell phones and other electronic devices at this time.  

Thank you very much. 

 Dr. Page. 

 DR. PAGE:  Thank you, Commander Culbreath. 

 We'll now proceed with the Sponsor's presentation.  I'd like to invite the Sponsor to 

approach the lectern. 

 I will remind public observers at this meeting that while the meeting is open for 

public observation, public attendees may not participate except at the specific request of 

the Panel Chair. 

 The Sponsor will have 90 minutes to present, and we do need to stay on the clock.  

Please begin your presentation.  And welcome. 

 DR. SIMONTON:  Thank you, Mr. Chairman, and distinguished members of the Panel.  
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Good morning.  My name is Chuck Simonton, and I'm the Chief Medical Officer at Abbott 

Vascular.  Prior to joining Abbott Vascular in 2007, I was the Director of Interventional 

Cardiology and Cardiovascular Research at the Carolinas HealthCare System in Charlotte, 

North Carolina, and the Sanger Clinic for over 20 years.  On behalf of Abbott, I'd like to 

thank the FDA and the Panel for your review of the data for the Absorb GT1 Bioresorbable 

Vascular Scaffold. 

 The Absorb regulatory experience in the U.S. has been a collaborative joint effort 

between Abbott Vascular and the FDA from the very beginning of product development and 

throughout the planning and execution of the IDE and the PMA, including all the 

preparations for today's Panel meeting.  So it's my privilege, as an interventional 

cardiologist, to be here today to introduce Absorb, the first fully, completely resorbable 

drug-eluting stent representing a significant advancement in the field of interventional 

cardiology. 

 We designed Absorb to perform like a DES by building upon XIENCE technology, 

shown on this slide.  In this regard, Absorb utilizes the same drug, everolimus, as well as the 

well-known MULTI-LINK design and balloon delivery system used for XIENCE. 

 The design features unique to Absorb and very different from a metallic stent are in 

the scaffold and the coating materials.  Rather than a cobalt-chromium metallic frame, the 

scaffold itself is made from poly(L-lactide), a bioresorbable polymer well characterized and 

used in medical applications, including vascular applications, for over 40 years.  The coating 

is also made from polylactide, but a slightly different form called poly(D,L-lactide), which 

contains the drug everolimus in this form.  And this poly(D,L-lactide) layer is amorphous or 
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absent of crystalline structures, making it ideal for drug elution. 

 To better appreciate the similarities between Absorb and XIENCE, here are some 

close-up pictures comparing the two devices, Absorb across the top and XIENCE across the 

bottom.  As you can see, they both consist of ring and link geometries, typical of the MULTI-

LINK design.  You'll notice that the struts of the Absorb scaffold are slightly thicker than that 

of XIENCE, by design, in order for the polymeric structure to match the mechanical 

performance of a metallic stent. 

 Next, I'd like to show you a short video to illustrate how Absorb works.  Access is 

attained from the leg or the arm to reach the heart, similar to other percutaneous coronary 

interventions, or PCI techniques. 

 Next, the coronary blockage is accessed using a catheter and guide wire.  A 

pre-dilatation balloon is used to appropriately size the vessel and prepare the lesion for 

delivery of the scaffold. 

 Next, the Absorb scaffold is expanded and set in place using a delivery balloon.  High 

pressure post-dilatation with a non-compliant balloon can then be used to ensure full strut 

apposition and lesion expansion, very typical of any stent procedure.  The balloon is then 

deflated, and both the balloon and the guide wire are then removed.  Everolimus is then 

released over the next several months to treat the diseased area, and as we zoom in, you 

can see the elution of everolimus as illustrated by the small hexagons coming from the 

scaffold. 

 In this cross-section shown here, you can see that the struts become covered with 

neointima -- that's the white layer coming up -- and gradually and evenly disappear with 
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what's called bulk erosion.  Eventually, Absorb completely resorbs, and the vessel can 

remain open without the extra support of the scaffold, allowing the vessel to return to a 

more natural state.  Since it's not a permanent implant, the vessel can pulsate, flex similar 

to a natural vessel. 

 With this technology we embarked upon an extensive clinical program made up of 

the following studies, which I'll review here. 

· Cohort A was a first-in-man 5-year study, which was completed in 2011; 

· Cohort B, with 101 patients finishing 5-year follow-up last year; 

· ABSORB EXTEND, an international registry which completes 3-year follow-up 

this year; 

· ABSORB II, the first international randomized trial; and then 

· ABSORB III and IV, both randomized trials in the U.S., with ABSORB III being 

the pivotal approval trial with a 1-year endpoint. 

 Beyond 1 year, the ABSORB III data remains blinded, to be combined with ABSORB IV 

data for an analysis of long-term outcomes to show superiority at 5 years.  And randomized 

clinical trials have also been done for regulatory approval in Japan and China, both of which 

have met their primary regulatory endpoints. 

 So today, the primary focus is the 1-year data from the pivotal ABSORB III trial, 

although we will discuss some available longer-term data beyond 1 year as well, from some 

of the studies that began before the ABSORB III trial. 

 So it's important to note that in addition, commercially, more than 125,000 patients 

have been treated with the Absorb scaffold, to date, in over 100 countries.  What this 
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represents is a lot of experience with Absorb that has accumulated outside of the U.S., and 

that has led to a broad knowledge about the optimal techniques for Absorb implantation 

and which can be leveraged in the U.S.  I'll come back to this later in the presentation. 

 What we will demonstrate today about the Absorb scaffold is the following: 

 First, that ABSORB III met the prespecified primary endpoint, demonstrating a 

reasonable assurance of safety and effectiveness based on valid scientific evidence. 

 Secondly, it met the FDA regulatory standards for DES approval. 

 And finally and importantly, Absorb represents an appropriate treatment option, 

based on this data, for patients who require a coronary stent but do not want a permanent 

implant. 

 On the basis of the data we will present today, the following indication for use is 

being proposed:  The Absorb GT1 Bioresorbable Vascular Scaffold is a temporary scaffold 

that will fully resorb over time and is indicated for improving coronary luminal diameter in 

patients with ischemic heart disease due to de novo native coronary artery lesions with a 

length ≤ 24 mm and with a reference vessel diameter ≥ 2.5 mm and ≤ 3.75 mm. 

 This indication is identical, actually, to the XIENCE indication, except for the lesion 

lengths and reference vessel diameters due to the difference in available scaffold sizes 

compared to the more additional sizes for XIENCE. 

 So this is our agenda for the remainder of the presentation.  After this introduction, 

I'll provide an overview of the technology and discuss our design rationale for Absorb.  

Next, Dr. Dean Kereiakes of the Christ Hospital Heart and Vascular Center in Cincinnati, 

Ohio, will discuss the trial design for the pivotal ABSORB III trial.  Dr. Gregg Stone of 
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Columbia University will then present the safety and effectiveness data from the ABSORB III 

trial as well as available longer-term data from additional studies.  He will also present the 

benefit-risk profile forming the basis for approval.  Then I'll return to discuss our sponsor 

commitments, including plans for a physician education and training program and all-

inclusive post-approval study.  To conclude, Dr. Mitch Krucoff from Duke University Medical 

Center will provide a clinical perspective. 

 We're also joined, listed here, by additional experts who will be available to assist in 

answering questions you may have.  The non-Abbott employee speakers do not have 

financial interests in the company, but they have been compensated for their travel 

expenses today. 

 So I'd now like to give you an overview of the technology and the design rationale 

for Absorb.  Plain old balloon angioplasty, or POBA, was made available for the treatment of 

coronary blockages in the 1980s.  While POBA was easy to use, it was just a balloon.  The 

balloon often caused dissection, resulting in acute closure and later restenosis.  To solve the 

acute issues with balloon angioplasty, bare metal stents were developed.  And although 

there was no need for a long-term implant to solve the problems with the balloon 

angioplasty, material science at that time could only solve this with metallic alloys, resulting 

in a permanent implant.  These solved the problems of acute closure but continued to be 

associated with high rates of restenosis even in the first year after the procedure and a 

continued lifetime risk of thrombosis. 

 Drug-eluting metallic stents were then developed to reduce the risk of restenosis 

within that first year, which was the limitation of bare metal stents, but were found to still 
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be associated with a continued incremental year-over-year risk of restenosis and 

thrombosis for many years after the procedure. 

 This is illustrated here with the long-term data from SPIRIT III, which was the pivotal 

trial for XIENCE compared to the first-generation TAXUS stent.  The SPIRIT trial showed that 

the second-generation XIENCE stent significantly reduced target lesion failure events at 

1 year compared to a first-generation drug-eluting stent.  However, after 1 year, the 

incremental rate of events year over year did not show visible improvement over the first-

generation TAXUS stent, fundamentally felt to be due to the events related to having a 

permanent foreign body in the vessel. 

 In addition to those continued increases in the hard clinical endpoints that I just 

showed, there are also significant limitations of permanent metallic stents that, quite 

frankly, interventional cardiologists deal with and struggle with almost every day. 

 First, metallic stents overlap significant side branches in many cases, particularly 

bifurcation cases, producing what's called jailing of the branch and limiting future access to 

treat blockages that may occur in the future. 

 Also, secondly, when metallic stents need to be placed for blockages in the more 

distal coronary segments, these limit the ability of cardiac surgeons to place bypass grafts if 

coronary bypass surgery was needed in the future, thus taking this option away from 

patients.   

 In addition, when restenosis occurs in stents, and this occurs not infrequently, 

placement of additional stents is usually needed, which results in layers after layers of 

metallic stent in the vessel that heal poorly, encroach on the lumen, and are associated 
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with high rates of repeat restenosis. 

 Finally, metallic drug-eluting stents commit the patient to a life-long implant for the 

treatment of what's actually a temporary problem, ischemia, and many patients and 

physicians wish to avoid a permanent implant to treat a temporary problem or blockage. 

 So despite having XIENCE, the market-leading metallic drug-eluting stent, Abbott 

Vascular has spent the last decade developing a fully bioresorbable stent that can treat the 

acute problem of a coronary blockage, a temporary problem, the original goal of 

angioplasty, but without committing patients to a lifetime of events related to the presence 

of a permanent foreign body.  Therefore, we embarked upon a program in which we 

developed a fully bioresorbable scaffold with the fundamental objective being to achieve 

similar stent-like results in the first year, but through complete gradual resorption, would 

allow for more normal vessel recovery and healing and giving physicians the option to treat 

patients without locking them into a permanent implant. 

 We designed Absorb to work across three phases that I'd like to talk about now, to 

eventually restore the vessel to a more normal state.  We call these the three R's: 

revascularization, restoration, and resorption. 

 So, first, during revascularization, Absorb works like a metallic stent, eluting 

everolimus over the first 3 months and then providing support for at least 6 months, 

stabilizing the lumen and preventing restenosis.  Next is the restoration phase, which begins 

as early as 6 months and is unique to a resorbable scaffold.  As the support begins to go 

away, vessel elasticity and pulsatility return, as you saw in the video.  And the third phase, 

called resorption, consists of further degradation and complete resorption by 36 months, 
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leaving the vessel implant free. 

 In order to meet these fundamental objectives, we set certain performance goals for 

each of these three R's or phases of functionality.  So let's go through those.  The first of 

these was to achieve characteristics similar to XIENCE for the purpose of revascularization 

or opening the blockage, similarity to XIENCE was achieved for several key functions:  acute 

recoil and radial strength; everolimus elution and pharmacokinetics; low and acceptable 

thrombogenicity; and healing or endothelialization in the early time period after 

implantation.  Each of these was achieved. 

 During the next phase, restoration, very specific and unique goals were achieved for 

Absorb.  The first is gradual loss of radial strength after 6 months and the return of 

pulsatility and vasomotion and then lumen enlargement over time.  And then, finally, it was 

very important to prove that the scaffold completely resorbs at 36 months. 

 All of the goals were achieved.  And while we do not have time to go through each 

one of these and give examples of each, the supporting data for each of these can be found 

in your panel pack.  However, I'd like to emphasize a few of the key ones.  I'd like to talk 

about both preclinical and clinical evidence that we have for some of these physiologic 

changes. 

 So first is complete resorption, second is recovery of vessel function, and third is 

lumen enlargement.  So what about the preclinical side?  So one of the most important 

goals relevant to the differentiation of Absorb scaffold compared to metallic stents is the 

full bioresorption of the scaffold and replacement of the struts by cellular tissue. 

 Here, what you see on this slide is the gradual disappearance of the struts, looking 
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from the left to the right, by histology in the animal model from 6 months to 48 months.  At 

36 months, highlighted here, the scaffold is completely resorbed and there is no 

quantifiable polymer remaining.  What you see in the space is what we term provisional 

matrix, representing native proteinaceous material that has filled the space where the 

polymer has resorbed.  By 48 months, however, the strut spaces are completely filled in by 

cellular tissue and were homogeneous to the vessel wall. 

 For the sake of comparison, here we show the appearance of Absorb in the top row 

versus XIENCE in the bottom row after 48 months in a porcine model following 

implantation.  And what you can see is that the Absorb struts are replaced by cellular tissue 

and covered by a layer of phenotypically functional smooth muscle cells, evidence of vessel 

restoration, while the XIENCE metallic struts remain and are actually pulling away from the 

vessel wall due to attempts of the vessel to grow, and that leaves coverage by a very thin 

layer of neointimal scar, a very different appearance from the late outcomes of the Absorb 

scaffold. 

 In addition to this anatomical evidence of full strut resorption in the preclinical 

model, there's also evidence for recovery of vessel function.  So I'd like to talk about vessel 

function in the next three slides. 

 First, shown here are paired serial observations in the porcine model, demonstrating 

that there is a gradual increase in pulsatility over time at the Absorb implant site, in blue, 

whereas with XIENCE, in orange, pulsatility cannot be restored due to the fixed metal cage.  

Pulsatility, or what's referred to as cyclic strain, is an important feature resulting from 

elasticity of blood vessels because it's a major stimulus for normal healthy endothelial cell 
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and vascular smooth muscle cell function. 

 Another important measure of vessel function is vasomotion.  This slide shows the 

return of vasomotion exactly at the Absorb implant site after 2 years in the porcine model.  

The Absorb-treated segments, in blue, show nearly identical degrees of vessel relaxation 

and response to nitroprusside, a vasodilator, compared to the untreated normal control 

vessel, in gray.  In contrast, the caged vessel segment with the metallic XIENCE stent, in 

orange, can of course not recover any vasomotor function. 

 Finally, in the same model, late lumen enlargement is seen beginning as early as 

1 year and continuing out to 48 months.  In contrast, the vessel segments treated with 

XIENCE, in orange, cannot -- as you see in the orange curve, cannot enlarge over time due 

to the fixed dimension of the permanent metallic stent.  So this represents late lumen 

enlargement for a fully resorbable stent compared to a permanent metallic stent. 

 These preclinical findings are also now being observed in emerging data in human 

patients, primarily from the ABSORB Cohort B study, in which patients returned for 

angiographic and intravascular imaging out to 5 years.  This study also shows evidence for 

complete resorption, recovery of vessel function, and lumen preservation or enlargement.  

We've never had this kind of data available before for metallic stents, so this is very novel 

to Absorb. 

 First, this slide will illustrate a series of OCT images from a representative patient -- 

we have many of these from Cohort B with an Absorb scaffold -- showing full resorption and 

lumen preservation at long-term follow-up.  So, at baseline, you see here in this first frame 

the appearance of the scaffold after it's acutely implanted, and that's depicted by the small 
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little black boxes that you see on this OCT image along the luminal surface. 

 At 6 months, this next frame, the struts are now covered by an expected layer of 

neointima, and you can see that.  And by about 2 years, on this frame, the struts are 

resorbing, and you can see there's less appearance of the struts.  And then by the time you 

get to 5 years in patients who've had this Absorb scaffold, there are no visible struts 

because they are fully resorbed, and you can see a more normal appearing artery with a 

well-preserved lumen, very different than the appearance of a metallic stent. 

 In addition to these structural observations, vessel function has also been shown to 

recover following Absorb implants over time.  So let's talk about function.  This is the 

clinical data at 5 years, showing restoration of vasomotion at the actual Absorb implant site 

in 53 patients.  All of the data points to the right of the vertical dashed line indicate there is 

an increase in mean lumen diameter at the scaffold site following intracoronary 

nitroglycerin.  You can see this occurs in almost all patients.  It's not expected that all 

vessels would show improved vasomotion, as these are diseased vessels, so there are a 

small number of patients who did not show vasomotion, but the vast majority do.  

However, if this was a metallic drug-eluting stent, none of the patients would be able to 

show vasomotion, and all of the data points would line up on the vertical dotted line. 

 Evidence for lumen preservation is also shown, and this was from a careful study 

performed in 21 patients with paired intravascular ultrasound at baseline, 6 months, 24 

months, and 5 years.  Seen first here are the changes in plaque area over time, and this is 

an expected increase early due to neointimal coverage of the struts but then regressing 

between 2 and 5 years. 
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 Now, if you look at the mean lumen area, which is the next curve, while the plaque 

area is increasing, the lumen area is also increasing between 6 and 24 months and 

continues to do so all the way out to 5 years.  So how could this happen?  How could the 

lumen area increase while the plaque area is also increasing in the first 2 years? 

 The reason is because the vessel, as shown here in the blue curve, actually increases 

between baseline and 2 years to accommodate the increase in plaque area, which is a 

normal vascular adaptive response.  After 2 years, as the plaque regresses, it allows the 

vessel size to return more to normal while preserving luminal dimensions.  This is unique to 

Absorb and would not be possible with a metallic stent, as the vessel area could not 

increase over time and the increased plaque area would simply result in encroachment on 

the lumen. 

 These representative OCT images in this slide at 5 years show and demonstrate the 

principal differences between what a chronic late appearance would look at 5 years on a 

metallic stent versus an Absorb scaffold.  You'll note on the left, at 5 years, the metallic 

struts are present for the DES, and that's the little white arrows representing a permanent 

metal cage which constrains the vessel.  This image actually represents a pretty good result 

of a metallic stent over time, as the lumen has not been encroached on too much yet.  But 

over time, the plaque will have nowhere to go except inward.  The vessel lumen is limited.  

There's limited real estate, and eventually the lumen can be encroached upon. 

 In contrast, in the Absorb-treated artery on the right, also at 5 years, you see the 

complete absence of any struts, which allows for the restoration of normal physiology and 

adaptive vascular responses. 
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 So, in summary, Absorb represents a logical and important next step in the evolution 

of coronary intervention and its ability to revascularize without a permanent implant.  The 

preclinical evidence demonstrates complete resorption, recovery of vessel function, and 

lumen enlargement over time.  And previous clinical studies with very late follow-up 

support that the preclinical findings indeed are predicting what is happening in human 

patients. 

 So at this time I'd now like to turn the podium over to Dr. Dean Kereiakes, as we will 

dive into the ABSORB III trial, and he will describe the trial design for the pivotal ABSORB III 

study. 

 DR. KEREIAKES:  Thank you very much, Dr. Simonton. 

 I'm Dean Kereiakes, and I'm the Medical Director of the Christ Hospital Heart and 

Vascular Center, and Carl and Edyth Lindner Center for Research and Education at Christ 

Hospital in Cincinnati, Ohio. 

 I currently have an active coronary interventional practice and have performed well 

over 25,000 cath lab procedures, including approximately 12,000 coronary interventions.  

I've been the national or international PI or co-PI for eight different coronary stent 

regulatory approval trials and for several adjunctive therapy trials.  I'm co-PI for the ABSORB 

III trial, and my center has enrolled well over 70 patients into the ABSORB III and IV trials 

collectively. 

 The ABSORB III trial was designed to demonstrate that Absorb is comparable or non-

inferior with an acceptable margin to a drug-eluting stent, XIENCE, at 1 year.  The trial was 

established to evaluate Absorb using current FDA regulatory guidance for the approval of 
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coronary drug-eluting stents.  This includes a non-inferiority design to demonstrate that 

Absorb is non-inferior to an FDA-approved drug-eluting stent; the use of the FDA-

recommended device-oriented composite endpoint of target lesion failure as the primary 

outcome measure to evaluate a combination of safety and effectiveness at 1 year, which 

has been a standard endpoint to assess drug-eluting stents since 2008; and the selection of 

a non-inferiority margin based on current FDA guidance on non-inferiority clinical trials. 

 Therefore, the evaluation of safety and effectiveness of Absorb follows the same 

regulatory standard of all second-generation drug-eluting stents that have been approved 

by the FDA. 

 The trial was a prospective, single-blind, multicenter randomized controlled trial 

conducted in 193 clinical sites.  Eligible patients were randomly assigned 2:1 to receive 

Absorb or XIENCE.  We chose XIENCE as the comparator because it has been proven to be 

one of the best drug-eluting stents across several large-scale meta-analyses comparing 

XIENCE to other drug-eluting stents currently on the market. 

 The available device sizes for Absorb and XIENCE are shown here.  There were 11 

Absorb scaffold sizes and 36 XIENCE sizes available for use in the ABSORB III trial.  More 

information on available sizes of the Absorb scaffold are described in the panel pack. 

 As mentioned prior, the ABSORB III trial used a composite safety and effectiveness 

primary endpoint of target lesion failure, or TLF, at 1 year in the intention-to-treat 

population.  The components of TLF include cardiac death, defined as any death suspected 

to be cardiac in nature, including all procedure-related deaths and those related to 

concomitant treatment; MI attributable to the target vessel, defined as periprocedural 
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when the CK-MB was greater than five times the upper limit of normal within 48 hours of 

the index procedure, and as spontaneous, when the troponin or CK-MB levels were greater 

than the upper limit of normal; plus evidence of ischemia and ischemia-driven target lesion 

revascularization, defined as any repeat PCI of the target lesion or CABG of the target vessel 

with evidence of ischemia. 

 In general, it's accepted that for DES-like devices, cardiac death and target vessel MI 

represent safety endpoints, while ischemia-driven target lesion revascularization is the 

purest clinical measure of effectiveness. 

 As mentioned, the primary analysis of the primary endpoint was based on the 

intention-to-treat population, which included all patients registered in the study at the 

point of randomization.  In this population, patients were analyzed according to the 

treatment group to which they were randomized, regardless of the treatment actually 

received. 

 The per-treatment-evaluable, or PTE, population was comprised of subjects who 

received only the study device at the target lesion but excluded those with specific protocol 

deviations to the eligibility criteria and treatment strategy.  In this population, patients 

were analyzed in the treatment group corresponding to the study device actually received.  

In the as-treated, or AT, population, analyses were also based on the treatment actually 

received.  Both the PTE and AT analyses were conducted as sensitivity analysis, and 

complete details for AT and PTE can be found in your panel packs. 

 Eligible patients had to be at least 18 years of age with evidence of myocardial 

ischemia and no elevation in CK-MB at the time of the index procedure.  They could have 
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one or two de novo target lesions and up to two native coronary arteries with a max of one 

target lesion per artery and no prior PCI of the target vessel within 12 months of the index 

procedure. 

 Patients had to have a diameter stenosis at least 50% less than 100% with a TIMI 

flow grade of at least 1.  For diameter stenoses that were less than 70%, patients were 

required to have an abnormal functional test, which included an FFR less than or equal to 

0.8 and unstable or post-infarction angina.  The reference vessel diameters required were 

at least 2.5 mm and up to 3.75 mm, with lesion lengths of up to 24 mm.  This was 

determined by the site using either visual estimation or imaging guidance. 

 The statistical design of the trial used a non-inferiority analysis for TLF at 1 year in 

the intention-to-treat population with the following assumptions: 

· The 1-year TLF rate was set at 7% for both devices, which was based on over 

2,000 similar patients from the SPIRIT IV trial, and adjusted target vessel MI 

according to the MI definition in the ABSORB III trial; 

· A non-inferiority margin of 4.5%, which used a putative placebo concept to 

preserve at least half of the treatment effect of XIENCE versus bare metal 

stent; 

· A one-side alpha of 0.025; and 

· 96% power was obtained with a total of 2,000 subjects. 

 Let's now discuss the derivation of the non-inferiority margin.  At the time of the 

ABSORB III trial design, XIENCE had not been directly compared to bare metal stent outside 

the context of ST elevation of myocardial infarction.  Therefore, we first performed a meta-
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analysis of trials comparing bare metal stent to first-generation DES.  Then we performed a 

meta-analysis of trials comparing first-generation DES to XIENCE, with a composite endpoint 

of cardiac death, all MI, and target lesion revascularization.  In each comparison, we took 

the lower bound of the two-sided 90% confidence interval, shown in blue font, as a 

conservative estimate of the treatment effect.  We then combined the individual estimates 

to get the overall treatment effect estimate of 9% for XIENCE over bare metal stent.  

Therefore, the non-inferiority margin was 50% of 9%, or 4.5%. 

 The trial included several powered secondary endpoints which were tested for 

superiority based on an initial signal of lower angina rates following Absorb compared to 

XIENCE, identified in two post hoc, retrospect, non-powered analyses.  Based on these 

analyses, an assumption was made that less angina would be associated with less target 

vessel in all revascularization.  These endpoints were not part of the original ABSORB III trial 

design, and it's important to note that meeting superiority was not a determinant in the 

success of the trial. 

 The first secondary endpoint was angina, defined as the first adverse event resulting 

in a site diagnosis of angina.  This analysis excludes angina following the index procedure 

through hospital discharge, not to exceed a period of 7 days.  Other secondary endpoints 

included all revascularization and ischemia-driven target vessel revascularization, both at 1 

year.  This was pre-specified sequential testing for the three powered secondary endpoints. 

 Other secondary endpoints included: 

· Major adverse cardiac events, or MACE, as defined on the slide:   

· Death, myocardial infarction, and all revascularization; 



32 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

32 

 
· Target vessel failure, or TVF, as defined on the slide; 

· Cardiac death or myocardial infarction; and 

· Stent or scaffold thrombosis as defined by the Academic Research 

Consortium. 

 Finally, oversight for the ABSORB III trial included an angiographic core laboratory, a 

clinical events committee, and a data safety monitoring board, as shown on this slide. 

 Thank you.  I'd like to now invite Dr. Gregg Stone to the lectern to discuss the results 

of the trial. 

 DR. STONE:  Good morning, ladies and gentlemen.  My name is Gregg Stone.  I am an 

interventional cardiologist and Professor of Medicine at Columbia University, and it's been 

my pleasure to serve as the study chairman and principal investigator of the ABSORB III and 

IV clinical trial program, for which I've received no compensation other than my expenses 

being reimbursed.  Prior to this, I actually served as the principal investigator of three 

pivotal drug-eluting stent trials that led to approval of those devices in the United States, 

including the SPIRIT III trial, which led to XIENCE approval.  And I think I've implanted well 

over 1,000 XIENCE stents, so this is a topic with which I'm familiar. 

 So I will now present you the overall safety and effectiveness results from the 

ABSORB III trial.  As we described, this trial randomized 2,008 patients and randomized 

them 2:1 to Absorb versus XIENCE, so 1,322 patients versus 686 patients.  A relatively small 

number of patients were lost to follow-up or withdrew consent within the 1-year follow-up.  

So by intention-to-treat analysis, the primary analysis population, at the end of the 1-year 

follow-up we had approximately 99% data in both groups for analysis. 
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 Now, your panel packs also describe the per-treatment-evaluable and the as-treated 

analyses.  Here you see the as-treated analysis, which is perhaps one of the most important 

to show, and just for time I'll show this one. 

 You can see that there were 55 patients that crossed over from Absorb to XIENCE 

compared to one in the opposite direction.  This was because in this early experience we 

basically told the operators that if you're having any difficulty at all that you have either 

reaching a lesion or crossing a lesion with Absorb, just remove it and put in a XIENCE stent.  

This happened in approximately 3% of patients, which was the most common reason for 

crossover.  Otherwise, there were a few miscellaneous causes on both groups.  Thus, when 

you look at the as-treated population out to 1 year, there were 1,245 Absorb patients and 

726 XIENCE patients. 

 The baseline characteristics between the Absorb and XIENCE randomized groups 

were very similar and represent a typical coronary artery disease population that had been 

enrolled in these pivotal trials.  Approximately 30% of the patients were women.  You could 

see diabetics were fairly highly represented in this study, approximately 32%; prior 

myocardial infarction, a little bit over one in five patients; and stable coronary artery 

disease was present in approximately 70% of the patients, whereas 30% of the patients had 

presented with a recent acute coronary syndrome or myocardial infarction and then were 

stabilized prior to entry. 

 The vessel and lesion characteristics were also similar between the two randomized 

groups.  The coronary arteries were reasonably well equalized across the coronary tree, 

with a slight predominance of left anterior descending approximately 43% of the time. 
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 Now, as you know, we excluded the most complex patients we treat as 

interventional cardiologists, including chronic total occlusions and two-stent bifurcations.  

But when you actually look at the ACC/AHA lesion classification, Class B2 or C lesions (that 

is, moderately complex or complex cases according to the angiographic core laboratory) 

were present in approximately 70% of the cases.  So this still enrolled a fairly, again, 

moderate to complex lesion population, with only 30% of the lesions being classified as 

simple. 

 By quantitative coronary angiography, the mean lesion length was relatively short, 

approximately 13 mm.  The reference vessel diameters were relatively small, approximately 

2.66 mm.  And the minimal luminal diameter and percent diameter stenoses were typical of 

what we've seen in the pivotal approval trials. 

 Of course, dual antiplatelet therapy was prescribed to all of these patients, and 

almost all of the patients received dual antiplatelet therapy.  Clopidogrel specifically was 

used in about two-thirds of the patients, while the newer and more potent P2Y12 inhibitors, 

prasugrel or ticagrelor, were used in a little bit more than one-third, mostly in the patients 

with acute coronary syndromes.  Bivalirudin was the procedural anticoagulant in about 60% 

of the patients, the remainder receiving unfractionated heparin, and glycoprotein IIb/III 

inhibitors were used in approximately 10% of patients.  Again, all of this was well balanced 

between the two groups. 

 The total device length implanted to treat these approximately 13 mm long lesions 

was approximately 20 mm in both groups and are similar between the two groups.  The 

decision to post-dilate was left up to the operators, and post-dilatation was used somewhat 
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more in the Absorb group than the XIENCE group, 65% compared to 50%.  The maximum 

device diameters were actually similar.  There was a slight statistically significant difference, 

slightly larger devices with Absorb, but it's only 0.06 mm difference, so not particularly 

clinically relevant.  The maximum balloon pressure was 15.4 atmospheres in both cases.  

And intravascular imaging guidance was also left up to the discretion of the operators and 

was used in some sort during the procedure in approximately 11% of patients. 

 This slide shows the final angiographic results by quantitative coronary angiography.  

The reference vessel diameters again were comparable between the two groups.  When we 

looked at in-device measures, that is, the acute gain in minimal luminal diameter, this 

measured less in the Absorb group compared to the XIENCE group.  And the percent 

diameter stenosis actually measured somewhat more. 

 We've since actually come to understand that most or all of this difference is actually 

due to differences in the way quantitative coronary angiography looks at the contrast 

interface between the contrast and the vessel wall with Absorb compared to XIENCE.  We 

have the director of the core lab, and he can describe this to you more later, if you'd like. 

 However, more importantly, the in-segment measure, which actually includes the 

device and 5 mm proximal and distal edges, were similar in terms of measurement between 

Absorb and XIENCE.  And the reason I say this is important is because these devices have 

effects at the edges as well as in the device, and that tends to be what drives adverse 

outcomes, in particular, ischemia-driven target lesion revascularization.  And these results 

were almost identical. 

 Acute success was measured by both device success and procedural success.  Device 
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success was measured on a per-lesion basis and was defined as the successful delivery and 

deployment of the study device at the intended target lesion, being able to withdraw the 

delivery system, and to achieve by QCA a final diameter stenosis of less than 30%.  This was 

achieved less commonly in Absorb than XIENCE, approximately 94% versus 99%, 

predominantly because of that low threshold for tendency for crossing over in the Absorb 

arm compared to the XIENCE arm. 

 Procedural success, which is on a per-patient basis, was defined as, again, successful 

delivery and deployment of at least any study device, whether they're scaffold or stent.  So 

it allows to include the strategy of being able to cross over and to be receiving a diameter 

stenosis of less than 30% without any in-hospital complications of target lesion failure or up 

to 7 days.  And you can see this outcome occurred in approximately 95% of patients in both 

groups without statistically significant differences. 

 The primary endpoint of the ABSORB III trial, that is, target lesion failure measured 

and assessed by non-inferiority in the intention-to-treat population at 1 year, appears on 

this slide.  In the Absorb group, target lesion failure occurred in 7.8% of patients.  In the 

XIENCE group, it occurred in 6.1% of patients.  This is a difference of 1.7%.  The 95% 

confidence interval ranges from -0.5% to the upper bound of 3.9%.  That upper bound of 

3.9% is less than the pre-specified non-inferiority margin of 4.5%, and thus the trial met its 

primary endpoint of non-inferiority with a p-value of 0.007. 

 Similarly, in the as-treated population, the non-inferiority was met as well, even 

though, of course, this is a smaller population.  The trial was not powered for the as-treated 

population.  However, using the same margin of 4.5%, non-inferiority was still shown with a 
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p-value of 0.01.  And as you also have in your panel packs, in the per-treatment-evaluable 

population, non-inferiority was also met, even though that's even a more underpowered 

population because the populations are getting smaller and smaller. 

 Now, this is an important slide because it shows the Kaplan-Meier hazard curves out 

to 1 year for target lesion failure, with Absorb in blue versus XIENCE in yellow.  And I think 

the most important thing to see here is that both groups are doing very well.  The vast 

majority of patients, over 92%, had no events within 1 year after treating coronary artery 

disease with these devices.  You can see that there are small differences between the 

devices, which did not reach statistical significance, 7.7% versus 6.0% with a p-value of 0.16, 

But again, both groups doing quite well. 

 We also looked at numerous subgroups to see if there was any difference in the 

relative effects of Absorb versus XIENCE according to typical, again, risk groups that we 

typically look at.  So as you can see, most importantly, looking for the p-value of 

interactions on the right side, which looked for the differences in relative risk, there were 

no significant differences in relative risk in any of the subgroups that we looked at in this 

first cut according to age, gender.  And I'll point out a few in particular. 

 Diabetes, of course, is always an important group for us to look at, and we know that 

diabetes along with small vessels and long lesions are the three most important 

determinants of adverse outcomes after stenting.  You can see that, of course, with both 

the Absorb and the XIENCE arms, the adverse rates of target lesion failure at 1 year were 

worse in diabetics than in non-diabetics.  However, you can see that the point estimates 

were not significantly different between Absorb and XIENCE.  In fact, if anything, the point 
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estimate was closer to unity in the diabetic patients treated with Absorb compared to 

XIENCE than in the non-diabetic patients. 

 Similarly, there were no significant interactions in the treatment of either stable 

coronary disease versus stabilized acute coronary syndromes, according to whether or not 

the P2Y12 inhibitor used was the less potent clopidogrel or more potent newer agents, 

prasugrel or ticagrelor.  The only group that actually in any individual subgroup tended to 

show better results with XIENCE compared to Absorb were in simple lesions, as measured 

by the ACC/AHA Class A or B1 classification.  You can see that the interaction effect here, 

however, was not significant, a p-value of 0.07.  Of course, none of this is corrected for 

multiple subgroup analyses, so even these are unadjusted p-values.  And you can also note 

that in the Class B2 or C lesions, those that are complex lesions, there were almost identical 

rates of target lesion failure between Absorb and XIENCE. 

 So we believe the small vessel group, which is a small group -- it's only 30% of the 

patients -- to be an outlier because mechanistically, if anything, we would expect better 

results with XIENCE compared to Absorb in complex lesions, not in simple lesions. 

 And then again, the other two important predictors of adverse events.  There's 

diabetes, long lesions and small vessels.  When we looked according to a median cutoff of 

lesion length, you could see no significant interaction or treatment effects, Absorb versus 

XIENCE, according to long versus short lesions.  And when we looked according to the 

median vessel diameter of 2.63 mm, again, in this first analysis we saw no significant 

difference in treatment effects of Absorb versus XIENCE. 

 Now, looking at the components of target lesion failure, you can see, in a 
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hierarchical fashion, cardiac death is worse than TV-MI, worse than ischemia-driven target 

lesion revascularization.  There were no significant differences between the groups.  There 

were low rates of all three of these endpoints in both groups, and again not significantly 

different.  XIENCE actually did better than expected in this trial.  We've always seen 

approximately a 0.5% or 0.8% cardiac death rate in every other pivotal approval trial; 0.1% 

was quite surprising, but Absorb was right where we expected at 0.6%.  There were no 

differences in any of these endpoints hierarchically. 

 When you look at the non-hierarchical analysis, you see similar outcomes.  In fact, 

the cardiac death and target vessel MI rates are exactly the same.  And what this means is 

that none of the patients that had a target vessel myocardial infarction had a cardiac death.  

Most of these target vessel MIs were non-Q wave MIs, were small, and some of them were 

very unusual-type adjudicated events, but did not appear to have clinical consequences for 

the most part, and none of these patients had cardiac death. 

 Ischemia-driven target lesion revascularization, as Dr. Kereiakes mentioned, the 

purest clinical surrogate of efficacy of a drug-eluting antiproliferative device, occurred in 

very low rates in both groups, 3% with Absorb and 2.5% with XIENCE, again, very consistent 

with high levels of efficacy of both of these devices. 

 One of our concerns with Absorb was, because it is not only thicker than XIENCE but 

it also had wider struts, that it would be more likely to cover small side branches.  Now, we 

excluded major side branches from this study, true bifurcation lesions, but we're always 

covering small side branches when putting stents in, and that's the most common cause of 

periprocedural myocardial infarction, which if occur at a high level of myonecrosis, can have 
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prognostic implications. 

 When we looked at the protocol definitions of CK-MB greater than five times the 

upper limits of normal, there was no significant difference between Absorb and XIENCE.  

The rates were almost identical. 

 And similarly when we looked at even more sensitive definitions such as greater than 

three times upper limits of normal or, on the other side, the SCAI definition of what is a 

prognostically relevant myocardial infarction, either CK-MB greater than 10 times or 5 times 

with Q waves, that's really the definition that's been linked with subsequent mortality, you 

could see that there are no differences between Absorb and XIENCE in periprocedural MI 

with the SCAI definition, 0.9% with Absorb and 1.2% with XIENCE.  And similarly in other 

trials, interestingly, we've not seen any differences in Absorb and XIENCE in periprocedural 

MI. 

 Now, stent and scaffold thrombosis is, of course, an important safety issue.  Definite 

or probable stent thrombosis, according to the ARC definition, occurred in 1.54% of Absorb 

patients and 0.74% of XIENCE patients, a relative risk of approximately 2, but this did not 

reach statistical significance with a p-value of 0.13.  You could see this numerical difference 

tended to occur somewhat in the early period, 0 to 30 days, and somewhat in the late 

period, from 30 days to 1 year.  And most of these were definite events, that is, 

angiographically proven events.  We'll come back and talk about stent and scaffold 

thrombosis. 

 To try to put this approximate relative rate difference into context, it's important to 

note that we used a comparator of the XIENCE stent, which has a very thromboresistant 
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fluoropolymer on it.  And in numerous studies and meta-analyses that have been published, 

the XIENCE stent has been associated with the lowest rate of definite stent thrombosis 

compared to any other currently marketed FDA-approved device. 

 This is from the meta-analysis from Palmerini et al. of 49 randomized trials, 51,000 

patients, looking at 1 year definite stent thrombosis.  And you can see, even with bare 

metal stents and all the other drug-eluting stents that are on the U.S. market currently, you 

can see that XIENCE, compared to these other devices, has significantly lower definite stent 

thrombosis, the others having relative rates of anywhere from 2.4 to 7.14 in terms of odd-

ratio increases. 

 Again, to put what we've seen in perspective, the Absorb bioresorbable scaffold 

actually fell, you know, right in line with this, if anything, on the slight favorable side of it 

with an odds ratio of 2.11.  And again, this is just for demonstration purposes. 

 Now, the powered secondary endpoints.  Again, we had seen, in some 

nonrandomized data, the suggestion that angina might have been less with Absorb 

compared to XIENCE.  And so we did add these powered secondary endpoints, particularly 

of angina, although there was no difference that we observed in angina between Absorb 

and XIENCE.  This is actually opposite compared to the earlier ABSORB II randomized trial, 

which in a smaller group of patients did show a reduction in angina.  But here we saw the 

same rates of angina, the same rates of all-cause revascularization and ischemia-driven 

target vessel revascularization, as might be expected from the similar rates of ischemia-

driven TLR. 

 Now, to look at the efficacy of Absorb and to put this in context, I think it's worth 
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taking a look back and see how far we've come with the treatment of coronary artery 

disease by percutaneous coronary intervention. 

 My career goes back enough to have been involved in most of these studies, and if 

we go back to the balloon angioplasty days, for example, the BENESTENT trial -- and all of 

these are trials that led to approval of these devices in the U.S. -- the 1-year target lesion 

revascularization rates were as high as 21% after balloon angioplasty.  And Dr. Simonton 

described the limitations of that technique.  Bare metal stents brought that down 

significantly, by about half to about 10%.  We then entered the drug-eluting stent era, and 

we first had relatively weak drug-eluting stents such as the Endeavor zotarolimus-eluting 

stent, but that further reduced ischemia-driven TLR.  So even greater efficacy by having the 

antiproliferative effect to inhibit smooth muscle cell proliferation. 

 We then had moderately potent drug-eluting stents such as the TAXUS pacitaxel-

eluting stent, and we brought ischemia-driven target lesion revascularization down 

somewhat further. 

 And then with the XIENCE stent and similar-type current devices, we now have the 

lowest rates of TLR compared to any other PCI device, and we're right around in the 3% 

range.  You can see here -- and that was the yellow bar in the SPIRIT III trial.  And now you 

can see that we are in ABSORB III, again right around the 2.5% to 3.0% range.  So it's 

probably going to be hard to get much lower than this with an antiproliferative device, at 

least within the first year, but again I think you can see that both of these devices were 

highly effective. 

 So if I were to summarize the overall ABSORB III trial before we do further in-depth 



43 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

43 

 
analysis regarding safety and efficacy, I would state that Absorb met its pre-specified 

criteria for non-inferiority versus XIENCE for target lesion failure at 1 year.  There were no 

significant 1-year differences between Absorb and XIENCE in the safety endpoints of either 

all-cause or cardiac mortality, periprocedural myocardial infarction, target vessel-related MI 

or all-cause myocardial infarction, or device thrombosis.  And Absorb was highly effective, 

with similar rates of ischemic-driven target lesion revascularization as XIENCE. 

 Now, at the request of FDA and of course because we were also very interested, we 

wanted to understand this nonsignificant but numerically apparent increase in device 

thrombosis with Absorb versus XIENCE.  So we, therefore, performed additional analyses to 

identify the possible correlates of this difference. 

 Now, the very first subgroup that we were interested in looking at because of its 

biological plausibility was to look at very small vessels.  Absorb is thicker than XIENCE, and 

we've learned that thicker devices require longer times to endothelialize, and of course 

they lead to a greater neointima just for that reason.  And we had chosen, of course, 

patients to be enrolled in this trial with reference vessel diameters of 2.5 to 3.75 mm, which 

we believed was appropriate for the scaffold sizes that we had.  However, we also know 

that that's a visual estimate, and operators will sometimes put in very small vessels into 

these trials.  So we had a hypothesis that in very small vessels, those that actually were 

lower than intended for use of the device, that we might be having adverse events with the 

thicker strut device. 

 Now, in order to have a neutral arbiter of what vessel size was, we used the 

angiographic core laboratory looking at reference vessel diameter.  We know that QCA 
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actually underestimates reference vessel diameter (1) according to visual estimation and 

(2) according to what is probably the truth as measured either in phantoms or by optical 

coherence tomography.  And at this range, right at around the 2.5 mm range, it 

underestimates it by about a quarter millimeter.  And so we used 2.25 mm as the QCA 

definition of the lower limit of the vessels that should have been enrolled in the study. 

 So what we did was we looked at all the patients in the study that had a reference 

vessel diameter, lesion treated, that was less than 2.25 mm by QCA, and there were actually 

375 of the 2,008 patients in this trial that had such a small lesion treated.  That's actually 

not that dissimilar to what we've seen in our prior drug-eluting stent trials, but it's still 

somewhat surprising.  In this group, the median reference vessel diameter is 2.09 mm.  So 

these are really very small vessels. 

 Now, this slide shows the stent versus scaffold thrombosis rates with Absorb versus 

XIENCE in an exploratory post hoc analysis in these very small vessels, and as you see on the 

left slide, in these very -- patients with these very small lesions, one or more of them, you 

can see that scaffold thrombosis was apparently relatively high and apparently increased 

with Absorb versus XIENCE.  It's higher with XIENCE as well, but it's three times higher with 

Absorb versus XIENCE, 4.6% versus 1.5% at 1 year. 

 In contrast, on the slide on the right, approximately 81% of the patients had the 

types of lesions that were intended to be treated, those with a QCA reference vessel 

diameter of greater than or equal to 2.25 mm.  And here you can see we've got very low 

scaffold and stent thromboses, 0.8% and 0.5%, where we would expect stents to be at 1 

year.  Now, these differences are not statistically significant between these two.  And again, 
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this is an exploratory post hoc analysis, but again it has biologic and mechanistic plausibility. 

 Looking a little deeper into this to the acute, that is -- I'm sorry, the early, the 0- to 

30-day device thrombosis rates versus the late, the 30-day to 1-year device thrombosis 

rates, once again in the very small vessels less than 2.25 mm, patients had increased rates 

of device thrombosis with Absorb compared to XIENCE, both early and late.  In contrast, you 

could see, in the 81% of patients that had the types of vessels that were identified as 

appropriate for this lesion and those which are in the proposed label, you can see the early 

device thrombosis rates are almost identical and very low at 0.6%, even compared to the 

XIENCE stent.  And at 30-day to 1 year, there were very few very late stent thromboses and 

very similar and low between the two devices. 

 Similarly, target lesion failure also reflected this vessel size concordance, and you 

can see here, in these very small vessels, there tended to be higher target lesion failure with 

Absorb versus XIENCE, whereas in those patients who had lesions again more intended for 

the device, even including small vessels but just not very, very tiny vessels, you could see 

now the target lesion failure rates are very similar between the two devices, with only a 

1.1% difference. 

 Now, we wanted to explore whether it was the device or it was the vessels that we 

are having the problem in these very small vessels.  So this just shows you the 2.5 mm 

device put in either very small vessels or not so very small vessels, and as you see again, 

looking at target lesion failure and device thrombosis on the left, again the 2.5 mm scaffold 

tended to have worse rates compared to the 2.5 mm XIENCE stent in very small vessels, 

whereas in reasonably sized vessels, when it was used, if anything, we saw the opposite 
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effect.  So it does not appear to be the scaffold.  It really appears to be the vessel size that 

the scaffold versus stent is implanted in. 

 Now, as you've seen in your panel pack, overall in the patient population, post-

dilatation did not have a major difference in outcomes.  Of course post-dilatation is a post-

randomization event, and it wasn't randomized, and the reason that interventional 

cardiologists tend to post-dilate, if it's not -- if they're not being forced to do so is when 

they see that things are not going well.  The stent or the scaffold is not expanding well, so 

that's when they tend to post-dilate. 

 So, in general, you usually in nonrandomized trials don't see differences between 

groups that are post-dilated or not post-dilated.  But we know that, again, scaffold or stent 

dimension is very, very important in predicting freedom from stent thrombosis.  And in 

these very small vessels, there was an apparent effect of the decision to post-dilate on 

scaffold thrombosis. 

 You can see again, as I mentioned, the numerical increase in scaffold thrombosis in 

these very small vessels with Absorb versus XIENCE in the yellow.  You can see that if we 

focus first on just Absorb, in those very small vessels that received an Absorb scaffold that 

were not post-dilated, now the scaffold thrombosis rate is 8%, extremely high.  If post-

dilatation was performed at what we consider low pressure, less than 14 atmospheres, it 

may have had some effect at 5.6%.  But in the 101 very small vessels that received an 

Absorb scaffold in which post-dilatation was performed, the scaffold thrombosis rate is at 

approximately 2%.  You could see similar types of trends with XIENCE.  All devices have 

issues in small vessels, and those are the vessels in which it's particularly important to get 
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as large a lumen as possible. 

 And I mentioned to you before that the diabetic subgroup is a very important group.  

I mentioned before that when you looked at overall target lesion failure, there was no 

significant difference between Absorb and XIENCE.  And if anything, the point estimate was 

a little bit better in diabetic compared to non-diabetics, with Absorb compared to XIENCE.  

And similar effects were seen according to vessel size. 

 So if you look here at the third and fourth columns, which are the less than 2.25 mm 

vessels, you can see that, one, the event rates go up with both XIENCE and with Absorb, as 

we always know, in small vessels, diabetic or not diabetic.  But you can see that the event 

rates go up relatively more and by absolute measures with Absorb compared to XIENCE.  

And if you look, for example, down at scaffold thrombosis, you can see small vessels, 

diabetic.  These are two bad factors, two of the three, with long lesions being the other, 

10.6% versus 4.4%. 

 In contrast, if you look at the last two data columns, those patients treated, the 

majority of the patients treated with reasonably sized vessels, QCA RVD 2.5 mm or greater, 

now it's worth pointing out that even among diabetics with reasonable sized vessels, target 

lesion failure rates were almost identical with Absorb and XIENCE, 7.2% versus 7.5%.  And 

the stent and scaffold thrombosis rates were also acceptably and reasonably low with both 

devices.  So it really doesn't appear to be the diabetic state that's the issue, but it's really 

the small vessels. 

 So, thus, if we were to pare down the overall primary endpoint results that I showed 

you, to just look at those which have a reference vessel of greater than or equal to 2.25 mm 
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-- which, I would state, these are the patients intended for this device.  So, first of all, why 

would we do this?  Well, there certainly is a precedent to want to try to, you know, limit a 

label or primarily look at the data.  And once you have a positive trial in a more restricted 

patient population that's truly indicated for the device, for example, with prasugrel 

compared to clopidogrel in TRITON-TIMI 38, you know, you've looked at the overall 

outcomes without prior stroke, without the elderly patients and low-body weight patients, 

similar to ticagrelor, vorapaxar, et cetera. 

 And while the overall ABSORB III trial was positive, when you look at those patients 

and lesions for which it was really intended, those with a reference vessel diameter to 

2.25 mm or greater, here's what you get.  You get target lesion failure rates of 

approximately 1.1% difference, clearly not a statistically significant difference; similar rates 

of cardiac death, target vessel MI, ischemia-driven target lesion revascularization, and low 

rates of definite or probable stent or scaffold thrombosis.  And you can see, from the 

p-values, that none of these are anywhere close to significant differences. 

 So if I were to summarize what we've learned from the vessel size considerations 

from the ABSORB III trial -- and I will tell you that no other analysis that we've done has 

shown where the events cluster anywhere close to what we've seen in this very small vessel 

size group.  Compared to the thin strut XIENCE metallic drug-eluting stent, the thicker strut 

Absorb had similar outcomes in coronary arteries with a QCA reference vessel diameter of 

2.25 mm or greater, those intended for treatment, including diabetic patients. 

 In contrast, the 1-year event rates with Absorb may be higher in truly very small 

vessels.  And this again is mechanistically or biologically plausible.  We didn't have enough 
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patients, only 375, to make these differences statistically significant.  But again, I do believe 

that this is likely to be true. 

 So, in conclusion, for the entire ABSORB III trial, the primary endpoint was met for 

the study.  Absorb was non-inferior to XIENCE for the composite safety and effectiveness 

endpoint of target lesion failure at 1 year in the intention-to-treat study population.  

 Margins of relative risks were used that were similar to other prior trials, and this is 

the largest trial of a drug-eluting stent that's ever been done for approval in the United 

States, at 2,008 patients. 

 These results improve further when Absorb was used in appropriately sized vessels.  

And I think this is a very important lesson to further improve the outcomes with this device. 

 So to put this in perspective, the 1-year results with this first-in-class device may be 

enhanced by better operator technique.  We didn't actually even prescribe specific Absorb-

related techniques for this trial because we didn't learn them yet.  But since this trial was 

started, we've gotten a lot of technique lessons which have come out of both Europe -- and 

you'll hear about these coming up -- as well as from this trial.  And we know that we can 

improve the outcomes by better patient selection and better technique, including 

appropriate lesion preparation, accurate device sizing, more frequent post-dilatation, use of 

vascular imaging, et cetera.  And again, the importance of these only became evident after 

trial enrollment.  This is a stent-like device, but you do have to pay a little bit more 

attention to some of these procedural aspects with Absorb. 

 And importantly, the comparable overall outcomes between Absorb and XIENCE at 

1 year does set the stage for the benefits of Absorb in restoring normal coronary physiology 
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and adaptive vascular responses to translate into improved long-term clinical outcomes.  

Now, this is a hypothesis that we are testing, and it's extraordinary that we're testing this in 

a 5,000-patient, powered randomized trial which takes the blinded ABSORB III cohort of 

2,000 patients, 3,000 more patients that will be blinded in ABSORB IV, and is powered for 

superiority between 1 and 5 years.  We don't expect to get these results, however, until 

2020 to 2022. 

 In the interim, however, we do have a bioresorbable device which has similar overall 

safety and effectiveness outcomes compared to XIENCE.  And it's a device that 

interventionalists will find numerous uses for, as Dr. Simonton showed you about the 

practical limitations of current metallic DES.  And that is very desirable for patients and 

operators. 

 So what long-term data do we have on Absorb?  As I mentioned, ABSORB III is 

blinded beyond 1 year, but we do have long-term data in 1,248 Absorb-treated patients, so 

more than 50% of the size of the randomized Absorb trial and, you know, a large 

percentage compared to the number of Absorb-treated patients we actually do have long-

term Absorb data on.  We have 2-year follow-up data from ABSORB Cohort B, EXTEND, and 

ABSORB II.  And again, this is 1,248 patients.  We have 3-year data from ABSORB EXTEND.  

This was 812 patients.  And then we have 5-year data from ABSORB Cohort B, and this was 

101 patients. 

 So this is the dataset for which we do have 2-year data, and you can see ABSORB 

Cohort B, EXTEND, and ABSORB II were high-quality trials.  Two were registries.  One was 

within a randomized framework.  They each enrolled up to two de novo lesions in different 
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epicardial vessels.  They each had clinical events committees, DSMBs, core laboratories, 

high degrees of monitoring, et cetera. 

 This shows you the overall difference in target lesion failure between 1 and 2 years 

in these three experiences and pooled.  And what you can see is, as Dr. Simonton showed 

you, with drug-eluting stents we expect to see about a 2% to 3% increase in target lesion 

failure after Year 1.  We've seen this go out to at least 5 years with drug-eluting stents and 

out to 20 years with bare metal stents.  It just keeps marching on and on and on every year. 

 So what we've seen with Absorb between 1 and 2 years is again approximately a 2% 

rate of target lesion failure.  And again, to put it in perspective with SPIRIT III with XIENCE in 

a similar patient population, we saw a 2% increase in target lesion failure. 

 If you look at stent or scaffold thrombosis in these three experiences, 1,248 Absorb-

treated patients, we see about a 0.5% increment in scaffold thrombosis between 1 and 2 

years.  If you look at SPIRIT III with XIENCE, it was 0.4%.  So we're not seeing one -- on the 

bright side, we don't see any safety concerns between 1 and 2 years with XIENCE.  We're 

not seeing any particular signs of improved efficacy yet.  But again, we really expect to see 

the efficacy differences after 3 years when the device is completely resorbed. 

 So what do we have beyond 2 years?  Well, first we have ABSORB EXTEND, and this 

again was about 812 patients.  This was a more-comers population, so a somewhat more 

complicated population.  And here are the target lesion failure results out to 2 years, and 

you can see, from 1 to 2 years with Absorb, there is about a 1.8% increment in target lesion 

failure.  From 2 to 3 years it's about 1.6%.  So if you're an optimist, you're seeing that the 

curve is slightly flattening out.  However, I think the most important thing that we can take 
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home from this slide is that there's no obvious safety concerns evident in terms of high 

rates of target lesion failure. 

 And then, finally, the one dataset we have beyond 3 years is the ABSORB Cohort B to 

5 years.  And here again, this is a small dataset, so you have to take any of this with a grain 

of salt.  But you can see that up to about 2 years, there were events accruing, and then 

after about 2 years, the event rates and the curve has gotten very flat, with after about 2.5 

years, only one event in the Absorb-treated group.  So it does appear as if this curve has 

flattened out as we were hoping it would. 

 And you can see this is from ABSORB Cohort B, looking at every single year, 1, 2, 3, 4, 

5, and the breakdown.  You can see that after 2 years, there were no cardiac deaths, target 

vessel MIs.  There were no stent thromboses or scaffold thromboses at all in this 

experience.  The only very late event was an ischemia-driven target lesion revascularization.  

So again, this is suggesting, but this is not proving, given 101 patients, that there may be 

stability with this device long term. 

 So if I were to conclude from 1,248 patients, a reasonable number of Absorb-treated 

patients, from 1 to 2 years, the incremental rates of target lesion failure in that 1- to 2-year 

period were low and similar for Absorb and XIENCE across all three trials.  Current results 

suggest that relatively few events accrue in Absorb-treated patients after 2 years.  Of 

course, that's why we're doing the ABSORB III and IV long-term trials to actually see if we 

can demonstrate superiority.  So as an interventional cardiologist and as a physician who's 

going to have to decide, if this device is approved, whether or not I use it in patients, if I do 

-- and this is my own personal opinion now, not representing the Sponsor but representing 
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myself -- a very high-level benefit-risk analysis.  In terms of safety, I do believe this is a large 

randomized trial, 2,008 patients.  There were no significant differences in any of the major 

safety endpoints between Absorb and XIENCE in the entire all-comers randomized trial.  

And importantly, this was despite the fact that most operators had never previously used 

Absorb. 

 There are now very large experiences in Europe where you have people that have 

implanted more than 1,000 of these devices.  In the U.S., everybody was naive to the 

device.  And, in fact, even within the trial, the median number of cases that more than 700 

operators did was 2.  So this is really a very, very early learning curve experience with this.  

And as I mentioned, we had not yet understood the specific Absorb-related techniques and 

the importance specifically of very small vessel exclusion. 

 So Absorb and XIENCE have very similar and low rates of adverse events when used 

in appropriately sized vessels.  And I'm quite comfortable with this device, as long as we're 

excluding very small vessels and implanting the device appropriately. 

 In terms of effectiveness, this is, to me, quite clear.  The rate of ischemic target 

lesion revascularization after Absorb was nearly identical to XIENCE and was consistent with 

the expected efficacy from a current-generation, potent drug-eluting stent.  We've come a 

long way with PCI in terms of preventing restenosis from occurring, and Absorb seems to do 

that very effectively. 

 So looking at the balance of benefit and risk, in terms of the overall benefits, Absorb 

has been demonstrated to be a safe and effective antiproliferative device for PCI.  And 

importantly, these outcomes are achieved with a device that completely resorbs by 3 years, 
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thus avoiding the chronic issues inherent in a permanent metallic DES, including jailing side 

branches, eliminating late surgical options, and requiring multiple stent layers. 

 You know, importantly, most of our patients have these devices for 15 to 20 years, 

and some of our patients will be living with them for 30 or 40 years.  Many of our patients 

are getting three, four, five or even more metallic stents.  And again, when you start adding 

all of this up, this is going to be an increasing benefit to patients.  And many patients again 

would prefer not to have a permanent implant. 

 In terms of the risks, however, using Absorb in very small vessels is the major risk, 

and that's QCA reference vessel diameter of less than 2.25 mm.  I do believe that this can be 

addressed through appropriate labeling and physician education and training. 

 And to address some more of what we've learned about Absorb and how the 

Sponsor will be able to address some of these issues through labeling and education and 

training, I'll ask Dr. Simonton to come back to the podium. 

 Thank you. 

 DR. SIMONTON:  Thank you, Dr. Stone. 

 I'd like to now provide a summary of Abbott's post-approval commitments.  In this 

section I'll review learnings from international experience, proposed additions to the label, 

and our commitment to a robust plan for physician education and training, a phased 

commercial launch, and an extensive post-approval study that will begin immediately upon 

commercial launch. 

 Although Absorb represents the first of its kind of a new therapy, the actual implant 

procedure is fundamentally very similar to techniques used for coronary stenting.  However, 
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there are several from our international experience that we felt and learned from our 

international operators that were the most important.  The first is good lesion preparation 

to enhance delivery of the scaffold because the profile is a little larger.  The second was just 

appropriate sizing to respect the expansion of the scaffold, and interventionalists size stents 

every day, but more attention to Absorb. 

 And then, finally and probably most importantly and probably the equalizer in these 

procedures, physician to physician, is just the use of almost routine post-dilatation with a 

non-compliant balloon to high pressures, which is a procedure that's well known by 

interventionalists and done very frequently.  The learning on post-dilatation with an 

emphasis on high pressures based on this experience and expert opinion, as Dr. Stone 

mentioned, there are no randomized trials on post-dilatation, but this has been excellent 

feedback we've gotten from our experienced Absorb users. 

 In addition, we now have a learning from the ABSORB III trial.  It's a new learning 

that the investigators didn't have at the time that they put their first one or two Absorbs in, 

in this trial, which is that the most optimal outcomes are achieved when you actually put a 

2.5 mm scaffold in a 2.5 mm vessel or larger, and that's something that we will address in 

the label. 

 So I'd now like to present some of the data that supports the general improvement 

of Absorb outcomes that we've seen outside the U.S.  So this graph shows Absorb scaffold 

thrombosis rates and all published or publicly presented real-world registries that enrolled 

at least 1,000 patients and according to the start of enrollment.  In the early experience, 

mostly retrospective registries such as the four cities or MICAT registry from Germany and 
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Switzerland and the initial GHOST-EU 10-center international registry, both published, 

despite excellent effectiveness outcomes per the investigators, the thrombosis rates, as 

shown here in the blue bars, seem to be a little higher than what these investigators 

would've expected for current-generation DES.  And this was all published and has been 

vetted in the public arena to a great extent, as you probably are aware.  Despite the fact 

there were no DES control groups, this was an observation. 

 However, more recent national and international prospective, multicenter registries 

in 2013 and 2014, also enrolling at least 1,000 patients and using independent adjudication 

of events, have reported 30-day and 1-year scaffold thrombosis rates that experts now view 

as more consistent with what they would expect with contemporary drug-eluting stents.  

Most feel, that we hear from our advisors and investigators, that these trends are real and 

represent what would be expected with a first-in-kind device.  We saw this with the first 

metallic Palmaz-Schatz stent.  We saw this happen with the first drug-eluting stent, the 

Cypher stent, in the U.S.  We expect to see the same trends happening internationally, and 

now these learnings can be leveraged to the U.S. 

 The most recent published example of learnings on the Absorb implant technique 

actually come from a very interesting study, from the multicenter, prospective MICAT 

registry.  These investigators actually looked at their thrombosis rates early in their 

experience.  Many of them were actually a part of the GHOST-EU international study, but 

they decided to look at their own four-center data in a prospective registry, and they used 

propensity matching to compare their later experience where they used more BVS-specific 

techniques we've talked about, compared to their very early experience when they first 
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started using the device.  This protocol emphasized several well-known PCI techniques that 

we talked about: careful attention to sizing, more liberal use of imaging, and almost routine 

post-dilatation.  And what they have published and shown here is that they saw a 

remarkable decrease in the 1-year thrombosis rate from over 3% in their early experience 

down to approximately 1%, which in their own words and their conclusion in the 

manuscript, in the paper, they attribute it to learnings on implant technique. 

 These data are consistent with what we are seeing as a company in our worldwide 

experience as well.  And on this slide I show the voluntary commercial reporting of 

complaints of scaffold thrombosis as a percentage of units sold.  Now, of course, this is 

what companies ordinarily do.  We collect complaint data and we review it on a very regular 

basis.  And this shows worldwide voluntary reporting of thrombosis as a percentage of units 

sold by implant date for all commercial sales of Absorb spanning the years 2013 through 

2015.  During this time period, over 125,000 patients were treated, and over 183,000 

implants.  So it's a very large sample size. 

 And although voluntary, what we've noticed is that at the beginning of 2014 -- and I 

personally am the one who oversees this and was very impressed to see that something 

happened.  There was a turning point really around January of 2014 such that, month over 

month, as you can see multiple points going forward, the rates continue to decline until we 

exit at 2014 with a rate that was less than half of the rate that we started going into 2014.  

We feel that, of course, this could be due to just reduction in physicians' voluntary 

reporting, but this is unlikely given that Absorb still only represents about 10% of physician 

practices, and they tend to report almost everything that they have with Absorb.  And our 
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field crew is very diligent on this. 

 So these commercial data, along with the most recent independent large national 

and international registries, indicate to us that the clinical outcomes with Absorb as a first-

in-kind device are as expected and improving over time with learnings from the collective 

physician community. 

 So I'd now like to present our proposed additions to the Absorb label.  As you have 

seen, we are very confident about using this device in appropriately sized vessels, as  

Dr. Stone has mentioned.  However, with this first-in-kind thicker strut device, we believe 

it's appropriate to provide a suitable precaution and a warning that's commensurate with 

the analysis, the secondary analysis that we have in the very small vessels, so despite the 

fact that these vessels will be outside of the indicated label. 

 So there will be a precaution statement which will read, "In small vessels (visually 

assessed as less than or equal to 2.75 mm), on-line QCA or intravascular imaging is strongly 

recommended to accurately measure and confirm appropriate vessel sizing."  In addition, 

"Post-dilatation is strongly recommended for optimal scaffold apposition, and when 

performed, it should be at high pressure with a non-compliant balloon." 

 There will also be a warning stating, "If quantitative imaging does determine that the 

vessel size is less than 2.5 mm, do not implant Absorb.  Implantation of the device in vessels 

less than 2.5 mm may lead to an increased risk of adverse events such as myocardial 

infarction and scaffold thrombosis." 

 So to emphasize or optimize implant techniques following commercial launch, a 

mandatory, comprehensive Absorb physician education program will be initiated for all 
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physicians before they implant an Absorb.  This is very unique to a drug-eluting stent 

launch, and this will include three components. 

 First, there will be three online training modules emphasizing device features and 

design, deployment, implantation technique, and including case reviews. 

 Secondly, this will be followed up with in-patient education by Absorb experts, and 

this will be done to confirm and expand upon the learnings that they acquired in the online 

modules. 

 And thirdly and most importantly, each physician/operator will have their first three 

to five procedures monitored by AV-trained personnel or an Absorb expert, which could be 

a trained physician, documenting patient selection according to the label and having their 

angiograms analyzed by a core lab to document appropriate vessel sizing. 

 This program will be provided for every physician/operator at each commercial site, 

starting with the very first commercially treated patient and, in general, starting with the 

cath lab director, who will sign an attestation that all physicians in the lab will undergo this 

training. 

 The commercial launch of Absorb will occur in a phased approach, which is also 

unique, with Phase 1 including up to 100 hospital sites.  As mentioned previously, all 

physicians will be trained and have their first three to five procedures monitored.  And the 

plan is for the first 500 patients treated, which will include a mix of patients from our 

experienced Absorb clinical sites and new sites, to have their angiograms analyzed for QCA 

by a core lab for feedback to document that appropriate vessel sizes are being treated.  

Each of these sites will also be invited and encouraged to join the post-approval study, and 
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this data, in an ongoing basis, also will be shared with the FDA. 

 Phase 2 will include an additional 150 hospital sites and 2,000 treated patients, with 

all sites invited to the post-approval study.  And it's anticipated that almost all the sites will 

choose to participate in this study from the beginning. 

 Finally, Phase 3 will continue the commercial launch with another 300 hospitals.  

This approach to commercial launch is unique and will take -- all three phases will take 

about 1 year.  So the first phase is anticipated to be about 2 to 3 months, Phase 2 about an 

additional 2 to 3 months, and then Phase 3 over approximately 6 months, so that this 

launch will occur in a very phased and metered approach over the first 1 year. 

 Finally, Abbott Vascular is committed to post-approval patient data collection that I'll 

review here.  First, all the ABSORB III patients will be followed to 5 years according to FDA 

guidance.  And ABSORB IV, which is a randomized trial, has already enrolled 1,642 of the 

3,000 planned patients that will be followed up to 5 years, an ongoing randomized trial. 

 Next, as described in the prior slide, the first 500 patients will have analysis of 

baseline angiograms by QCA to document that the training has been successful in 

appropriate vessel sizing. 

 Now, the post-approval study will be offered and encouraged at all of the first 250 

hospital sites immediately upon launch and will include up to 5,000 patients.  Ongoing 

review of the data will be arranged with FDA and will include 5-year follow-up of clinical 

outcomes.  This post-approval study is novel in that it will begin very early after commercial 

launch and is expected to include the vast majority of commercial patients in the very first 

phases of launch. 
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 So I'd now like to invite Dr. Mitch Krucoff from Duke University Medical Center to 

conclude our presentation with a clinician's benefit-risk perspective. 

 DR. KRUCOFF:  Thank you, Dr. Simonton. 

 And good morning, everyone.  My name is Mitchell Krucoff.  I am an interventional 

cardiologist and Professor of Medicine at Duke University Medical Center and the Director 

of the Cardiovascular Devices Unit at the Duke Clinical Research Institute.  And I don't have 

any slides, so you can relax. 

 (Laughter.) 

 DR. KRUCOFF:  I've had the privilege of working with patients suffering from 

coronary artery disease for 33 years, including over 15,000 discussions of the benefits and 

risks of percutaneous interventions compared to other therapeutic modalities.  I've had the 

privilege of participating in the evolution of PCI options, from balloons and atherectomy to 

stents and to drug-eluting stents.  As each year gave way to the next, the excitement of 

negotiating that transition of having truly new options to offer and to discuss with patients, 

in the early phases of experience with new technologies, are some of the most memorable 

moments in my career.  We should all be able to feel that excitement today. 

 Today we are opening the door to an era of interventional cardiology with stent-like 

results but without permanent coronary implants.  We are opening the door to patients in 

the United States having the opportunity to talk with their doctors and to participate in the 

decision making about bioresorbable scaffolds as an alternative to permanent metallic 

stents.  Everyone in cardiovascular care, heart failure physicians, electrophysiologists, 

cardiovascular surgeons, and interventional cardiologists, know patients with 6 or 10 or 12 
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or more metallic stents in their hearts.  We have all learned to appreciate that permanent 

coronary implants have long-term risks.  We've battled with the simple technical barriers 

that steel struts can create for repeat PCI for side branch access, or for leaving a spot so a 

surgeon could connect an internal mammary to the LAD without needing a wire cutter. 

 We have learned from both clinical and autopsy data about long-term 

neoatherosclerosis and ongoing risk of stent thrombosis when we put metal into living 

vascular tissue.  And we know that many patients with coronary disease currently live long 

enough to have multiple stents and multiple layers of metal implanted over their lifetimes. 

 The most important question we need to ask today is do we know enough to have a 

meaningful informed consent discussion with patients regarding bioresorbable scaffolds?  

And the answer to that question is yes, we do. 

 We can discuss the observed differences for Absorb and how these risks, although 

not statistically significant, may be decreased in appropriately sized vessels.  We can also 

discuss how Absorb preserved a reasonable amount of safety and effectiveness compared 

to XIENCE, the most advanced best-in-class metallic DES currently available in the United 

States. 

 We know the long-term risks associated with permanent metal implants, and we 

know that Absorb is not a permanent implant.  We can discuss how preclinical data have 

been confirmed in early human data as well as in patients around the world.  We can be 

frank that this is not the basis for replacing state-of-the-art metal DES from all PCI practice.  

But this is absolutely the basis for launching this breakthrough technology as an option 

within the PCI armamentarium. 
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 American patients want to be empowered, to be involved, to participate in 

important decisions in their own healthcare.  And we can recognize that some informed PCI 

patients will prefer the benefit-risk of having a scaffold implant rather than a permanent 

metallic device.  If Absorb is not approved, we leave patients and American healthcare out 

of this conversation altogether for many years to come. 

 Opening the door to a new era of PCI brings with it a primary obligation that 

characterizes breakthrough technologies, the obligation to develop critical additional 

postmarket knowledge.  By definition, the larger cohorts, more complex patients, and long-

term follow-up required to inform questions about post-dilatation, small vessel sizing, and 

long-term clinical benefits must be addressed with postmarket studies, if patients in the 

United States are to be afforded timely access to cutting-edge device technologies such as 

scaffolds. 

 Approval of the Absorb scaffold, based on the data available today and with the 

shared mandate to comprehensive postmarket study, strikes the right balance of premarket 

and postmarket data requirements and provides a very reasonable basis for American 

patients and doctors to engage in open benefit-risk informed consent discussions. 

 The shift from permanent metal implants to resorbable scaffolds represents an 

exciting new era of PCI, an exciting moment in medical history, which we should encourage 

for healthcare in the United States today. 

 Thank you very much.  Dr. Stone will now return to take your questions. 

 DR. PAGE:  Thank you very much.  I very much appreciate your clear presentation.  

You're finishing on time. 
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 We're now going to ask if anybody from the Panel has any brief clarifying questions 

for the Sponsor.  Please keep in mind we will have time to ask the Sponsor questions during 

the Panel deliberation session. 

 Dr. Lange. 

 DR. LANGE:  I'm wondering if later we could see the data about how many 2.5 versus 

3.0 versus 3.5 mm stents were used. 

 And then, also, one of the contraindications was use in ostial lesions, and the 

personal data that I think Chuck described that was just recently published suggested that 

one of the independent risk factors for stent thrombosis was use in ostial lesions.  And I 

know it was a contraindication of the Absorb trial, but sometimes those patients sneak in.  

So I'm wondering if we have any data at all about how many ostial lesions were treated and 

whether those patients had an increased risk of scaffold thrombosis. 

 DR. STONE:  Yes.  So the number of 2.5s, 3.0s, and 3.5s, and then the percentage of 

ostial lesions by core lab, we can pull that up for you after the break. 

 DR. PAGE:  Thank you. 

 Dr. Brindis. 

 DR. BRINDIS:  A similar question along the lines of exclusionary patients, which you 

didn't really talk about in the presentation, but one of them was moderate or severe 

coronary calcification.  Of interest, then, not in your presentation, talked about the high 

percentage of patients with moderate and severe calcifications, about a third if I remember 

correctly.  So I was interested if you could share with us potential results of those particular 

patients and also vessel preparation, use of atherectomy devices or rotational devices, that 
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sort of thing. 

 DR. STONE:  Yes, it's very interesting.  In all of these trials, we exclude severe 

calcification.  And then by the core lab there's always about, as you just said, 25% or so of 

patients who have moderate or severe calcification, at least by core lab standards, and that 

occurred here.  And we can pull up for you after the break, the outcomes in patients with or 

without moderate or severe -- well, actually, I have them here.  So here, I can give you 

those data now.  It should come up. 

 DR. PAGE:  Dr. Zuckerman. 

 DR. ZUCKERMAN:  Yes, a question for Dr. Simonton.  You presented a lot of 

interesting OUS data with extended follow-up, but what was missing was duration of dual 

antiplatelet therapy in some of these observational and randomized trials.  Do you know 

what percent of patients are taking their dual antiplatelet at 1 year, (a)?  And (b), just in the 

general post-approval setting, while there's a significant and appropriate emphasis put on 

physician training, how are you going to approach patients to make sure that dual 

antiplatelet therapy is appropriately taken? 

 DR. STONE:  Let me pull up this slide or let me -- I'll have Dr. Simonton answer these 

issues, especially because they're related to the Sponsor commitment to ensuring DAPT. 

 DR. SIMONTON:  Okay.  So what we know from the international trials is that it was 

usual care following these.  And the recommendation, the ESC guidelines for DAPT are 

1 year of dual antiplatelet therapy.  So the majority of patients received dual antiplatelet 

therapy for at least 1 year in the international registries.  Now, there's variable reporting 

after 1 year, and as you saw, most of the data is only out to 1 year.  So the vast majority 
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were on DAPT within that first year.  Beyond 1 year we have very little data because those 

registries haven't really gone out that far. 

 In terms of the U.S. obligation, of course it will be on label.  The label will indicate, 

just like with other drug-eluting stents, 1 year of dual antiplatelet therapy.  We don't 

particularly expect any special training regarding DAPT with Absorb.  The data that we have 

that really makes us comfortable about Absorb compared to other DES, in terms of DAPT, 

really has to do with the healing data that we have outside the U.S., but in very carefully 

studied patients in Cohort B, with 98% strut coverage by OCT at 6 months in the Cohort B, 

50 patients, and also a randomized trial, TROFI II, and 190 patients that had 6-month OCT 

and STEMI patients with very unstable plaques, Absorb showed at 6 months almost superior 

healing compared to XIENCE in that trial. 

 So we feel the strut coverage and the healing is occurring the way we'd expect with 

Absorb.  So we think the DAPT recommendation of 1 year should be consistent with a DES. 

 DR. PAGE:  Dr. Somberg and then Dr. Vetrovec. 

 DR. SOMBERG:  Just a follow-up on that.  Some patients, by circumstance, have to 

stop dual antiplatelet therapy.  Do you have any data, maybe small, but still any data on the 

group that stops that has Absorb versus XIENCE? 

 DR. STONE:  Yes, we can bring that up and show that to you.  Okay, we can show not 

this slide but the slide that has the -- 

 DR. PAGE:  Just to note, we're not seeing any change in slides up here. 

 DR. STONE:  Yes, I know.  We're just trying to bring up the right slide to show you.  

The bottom line is that there was relatively infrequent discontinuation, as you mentioned, 
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of dual antiplatelet therapy.  I can tell you that in the Absorb patients, 20 patients by 

intention to treat, two of them are actually up to here.  No, not this one, the one with the 

FDA template slide.  I want to give you the exact correct data.  I'll tell you what, let us -- 

we'll get you that after the break.  So here it is.  Okay, perfect.  Thank you. 

 This is ABSORB III.  This is Japan, and here's III.  Okay.  So here you can see, in the 

Absorb group and in the XIENCE group, the patients who had aspirin or clopidogrel or P2Y12 

inhibitor discontinuation at the time of an event.  And probably the most important thing is 

to go down to the bottom line and that you can see there were 20 events, 20 scaffold 

thromboses in the Absorb group throughout the 1-year follow-up.  Remember 2:1 

randomization, and 80% of those patients were on dual antiplatelet therapy at the time of 

discontinuation -- at the time of scaffold thrombosis.  And this is pretty common.  Most DES 

trials have actually shown that approximately 80% of patients, at the time of device 

thrombosis, are on dual antiplatelet therapy.  You can see that four patients had 

discontinued either aspirin or clopidogrel at the time of scaffold thrombosis.  In the XIENCE 

group, the smaller group, there were only five devices.  By chance, all five of them, five of 

those patients were on dual antiplatelet therapy. 

 So similar to XIENCE, we do believe that premature discontinuation of dual 

antiplatelet therapy may be a risk factor for scaffold thrombosis and other events.  And 

we're certainly going to train people to stay on 1 year of dual antiplatelet therapy and 

longer according to the risk-efficacy balance. 

 DR. PAGE:  Thank you. 

 Dr. Vetrovec. 



68 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

68 

 
 DR. VETROVEC:  My question was the same basically. 

 DR. PAGE:  Dr. Brinker. 

 DR. BRINKER:  Thanks.  You mentioned one of the possible benefits of this vis-à-vis 

metallic stents is the ability to get to side branches, especially large side branches which 

you need to protect.  But these were excluded from -- 

 DR. STONE:  Correct. 

 DR. BRINKER:  -- this trial, and we get to the point about what -- is the scaffold less 

malleable than metallic stents to allow one to do bifurcational stenting, or is it just a mass 

issue? 

 DR. STONE:  Yeah.  No.  Actually, if anything, the scaffold is more malleable.  It's soft; 

it's a plastic-type material.  And to show you what we're actually really getting at, I'll show 

you this slide.  It falls in the category of a picture is a worth a thousand words type of slide.  

So whenever you put a device, whether it's a metallic stent or a scaffold, across a large side 

branch, you have something there that impedes access to that branch. 

 So this is OCT images of an actual Absorb patient, and you can see this immediate 

post-procedure, at 1 year, 3 years, and 5 years.  And you have a transverse plane as the first 

column and then kind of a fly-through 3D view, and the circle is the actual side branch, and 

this is a relatively large side branch.  And of course, in Europe they're treating -- frequently 

treating large bifurcations with this device.  And what you see post-procedure is you see the 

scaffold and you see the struts in front of the side branch.  At 1 year you see that there's a 

nice neointima across the struts of the side branch, presumably healthy endothelium.  And 

we don't know, but it's a nice neointima and it's not obstructive, but presumably it keeps 



69 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

69 

 
the flow open in that side branch.  By 3 years, when the Absorb is gone, now you don't see 

a structure in front of that side branch anymore.  And by 5 years, actually, you see that the 

origin of the side branch is larger.  And again, that gets to the vascular adaptive remodeling 

that Absorb allows.  So this is what we're hopeful we'll see with bifurcation treatment. 

 DR. BRINKER:  Can I just follow that?  I understand that thinking.  But many times, 

and it seems all too many times, when you stent across a branch, there's a plaque shift -- 

 DR. STONE:  Yes. 

 DR. BRINKER:  -- that narrows the branch, and you have to do something. 

 DR. STONE:  Right. 

 DR. BRINKER:  So the question is, have you any experience of doing something?  

Would you do a metal stent through the -- well, why not a bioprosthetic, a polymeric stent? 

 DR. STONE:  So I can tell you, in Europe, we're just starting to learn, speaking very 

honestly, on how to best treat true two-stent bifurcations with bioresorbable scaffolds.  In 

the United States, we're going to train people to don't treat large bifurcations.  We need to 

get much larger experiences with this.  What they're doing in Europe is, of course, a 

provisional approach, is, number one, where you try not to put a second stent in.  And that 

works very well with Absorb. 

 So we have hundreds if not a thousand or more cases with bifurcations that have 

been treated like that.  When you put a second stent in, some physicians are putting in a 

second bioresorbable scaffold.  Other people are putting in a short metallic stent.  We don't 

use the usual crush technique because of the thickness of the struts.  So a second 

bioresorbable scaffold would be appropriate in a so-called T technique.  But anyway, these 
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techniques are developing.  The important thing is, in the United States, our initial training 

is don't treat large bifurcations until we have much more understanding how to. 

 DR. PAGE:  While we're on the topic of the longer-term effects on the vessel, you 

mentioned an advantage of this device for subsequent revascularization.  Do you have any 

animal or in-human experience in terms of coronary artery bypass grafting on sites of 

previous absorbable stent? 

 DR. STONE:  So in terms of animal experience, let me have Dr. Laura Perkins come 

up, and she'll describe our insights there.  And then while she's coming up, I can tell you 

that there's only anecdotes on the clinical side, but we have heard from surgeons, you 

know, that as soon as a year, they're able to open a vessel within Absorb because by 1 year 

the links have dissolved, and they're thrilled with this concept of not having to cut through 

metal.  They can't implant a graft into a metallic implant, but they do believe they can here.  

But this is at the anecdotal stage. 

 DR. PAGE:  And the tissue is robust for accepting the graft? 

 DR. STONE:  From preliminary reports, but this is purely anecdotal at this time. 

 DR. PERKINS:  Hi, I'm Dr. Laura Perkins.  I am a research scientist and head of 

Preclinical Research and Biocompatibility with Abbott Vascular and for the Absorb program. 

 Specifically regarding graft, we have not looked at that in preclinical models.  But 

regarding the health of the neointima, what we've seen from time points, you know, 

starting at 28 days and out to 48 months, very extensive preclinical evaluation, it's shown 

that it's a very healthy neointima, and the scaffold is fully resorbed at 36 months. 

 DR. PAGE:  Thank you. 
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 Dr. Zuckerman. 

 DR. ZUCKERMAN:  Could I ask Dr. Perkins another question? 

 DR. PAGE:  Ma'am, could you come back up to the lectern? 

 DR. ZUCKERMAN:  And, Dr. Stone, because this is both a preclinical and clinical 

question.  During the first year when the stent is resorbing -- and it relates to Dr. Brinker's 

question -- how can you inadvertently crack the stent?  Have cases been reported with 

bifurcation stenting with treatment of edge dissection during the initial procedure or 

treatment of restenotic lesions?  What is best technique to try to avoid this? 

 DR. STONE:  So actually, for the preclinical to actually avoid that, let me ask  

Dr. Rapoza to come up, and he'll give you the preclinical impressions, and I'll tell you what 

we've seen clinically. 

 DR. RAPOZA:  Good morning.  My name is Richard Rapoza.  I'm Divisional Vice 

President of R&D with Abbott Vascular and the Absorb program. 

 Regarding dilation of the scaffold and avoidance of fracture, the primary thing to 

observe is the limit of expansion, the geometrical limit of expansion for the scaffold itself, 

because it is a scaffold that can resist compressive forces but not dilation in terms of tensile 

forces.  So there's a limit to the geometric shape, and that is stated clearly for both sizes in 

the IFU.  So you should not exceed the limit. 

 In a bifurcation sense, since we are talking about bifurcations, there have been some 

publications that have been done by independent parties, and they have determined -- their 

own in-house datasets -- that you can easily dilate a cell with a 2 mm balloon at any 

angulation.  Independent publications, they have explored many higher diameters and more 
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steep angulations and have shown that 2.5 is also acceptable at reasonable angles. 

 If you have 90 degrees and you start increasing diameter of the balloon that you use 

to dilate the side branch, you can fracture the links.  Now, the links do not exert any 

function beyond holding rings out of certain spacing for delivery, but they do not exert 

radial force or sustain it.  So the rings generally do not break during dilation, and they're the 

ones that exert the radial force on the vessel and the support. 

 DR. PAGE:  Thank you. 

 Dr. Connor and then Dr. Lange. 

 DR. CONNOR:  I was going to ask if we could see -- so you're proposing to narrow the 

label a bit to 2.5 vessel size. 

 DR. PAGE:  Could you point your microphone more -- 

 DR. CONNOR:  Yeah.  So my question was that you're proposing a limit in the label to 

this 2.5 mm vessel size, and I was wondering if you had slides, like 68 and 70, for maybe 

slightly other cutoffs like 2.4, 2.5, something like that to see if -- you know, just to gain 

some indication that this would be the right cutoff. 

 DR. STONE:  Yeah.  So what we've done is we've done a quintile analysis, and I'll 

show you that here.  We went right to this subgroup initially because this made sense, and 

it's below the label, the 2.25.  But then we wanted to verify it.  And so what we did was, to 

not be biased, we analyzed the data according to quintiles.  So this is reference vessel 

diameter quintiles by QCA.  Zero to 20% is the smallest, 20% to 40% is the next smallest, up 

to 80% to 100% is the largest.  And this shows the stent or scaffold thrombosis rates by 

quintiles.  You could see here, interestingly, the lowest quintile had a reference vessel 
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diameter range of 1.39 mm -- I mean, these are very small -- to 2.27 mm.  So the upper 

bound of the range of the first quintile is almost identical to our 2.25 mm cutoff.  And that's 

perhaps by chance, but that's how the data fell. 

 And what you could see is, in that lowest quintile, here you really get a sense that 

there is a large increased risk for Absorb compared to XIENCE.  In the other four quintiles, I 

think most of this is play of chance.  For some of the quintiles, Absorb is a little bit better 

than XIENCE or XIENCE is a little bit better than Absorb.  In the fourth quintile there were no 

scaffold or stent thromboses.  So you could almost draw a straight line across those other 

four quintiles, but this very low quintile seems to be the real risk where most of the scaffold 

thromboses cluster. 

 DR. CONNOR:  Right.  That's a great slide.  Do you have this for some of the other 

outcomes in the composite, too? 

 DR. STONE:  Yes, we have it for target vessel myocardial infarction and for target 

lesion failure.  Let me put up the target vessel MI quintile slide first.  Okay, here is the 

target vessel myocardial infarction rate.  And again, here I think we're getting somewhat 

less specific to the small vessel -- 

 DR. CONNOR:  Sure. 

 DR. STONE:  -- issue and here you can see it's -- you still see that trend at the very 

small reference vessel diameter, but it's a little bit more scattered and some of the -- the 

second and the third quintiles have almost identical target vessel myocardial infarction 

rates.  And similarly for target lesion failure, which again is this composite safety and 

effectiveness endpoint, you see again this increase in target lesion failure.  It's not as 
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dramatic. 

 So it's really the scaffold thromboses that seem to cluster in the very small vessels.  

And pathophysiologically, that's what we would expect.  When you put a large device in a 

very small vessel, you're getting two different issues.  One, not only is it small but you're 

putting a lot of polymer in a very small space.  So you're actually increasing the surface area 

to artery coverage, and instead of 14% to 16% with metallic DES or 24% to 26% with BRS, 

now you could be up to 40% or 50%, and that creates a lot of turbulence, a lot of platelet 

deposition, and that's where we would expect to get scaffold thrombosis. 

 DR. CONNOR:  Okay, thank you. 

 DR. PAGE:  We're just about out of time.  Dr. Lange, do you have one further 

clarifying question? 

 DR. LANGE:  Just one.  Gregg, if you go back to that dual antiplatelet slide, OH-43, for 

a second, I just want to make sure I understand it. 

 DR. STONE:  Okay. 

 DR. LANGE:  I appreciate you presenting the data. 

 DR. STONE:  Yeah, it's right here. 

 DR. LANGE:  So there were 20 patients that were not on dual antiplatelet therapy, 

and if I'm reading the data right, and that's why I want to clarify it -- 

 DR. STONE:  Right. 

 DR. LANGE:  -- it would be 4 of 20, 4 of those 20 patients had scaffold thrombosis. 

 DR. STONE:  No, this slide actually doesn't show that.  What this slide shows is of the 

20 patients who had scaffold thrombosis, 4 of those 20 were not on dual antiplatelet 
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therapy. 

 DR. LANGE:  Okay. 

 DR. STONE:  So 16 were on dual antiplatelet therapy.  I can get you the data that you 

want. 

 DR. LANGE:  Yeah. 

 DR. STONE:  I think.  Let's see.  This here, this brings up this data.  This is more the 

denominator of dual antiplatelet therapy discontinuation.  So this shows the rates of 

scaffold thrombosis according to any DAPT interruption or discontinuation versus none, and 

what you can see is 179 versus 94 patients had DAPT interruption, so approximately the 

same 2:1 ratio as the randomization.  And you can see if we focus on Absorb, of 176 

patients that we have data, 2.27% of those had scaffold thrombosis.  It tended to be a little 

more common numerically in the very, very small vessels than the larger vessels. 

 In contrast, you can see the numbers in those without DAPT interruption or 

discontinuation.  None of this, of course, is statistically significant.  You know, again, 

premature DAPT discontinuation has been one of the most powerful predictors of metallic 

DES thrombosis, and so we're certainly going to train to 1 year of DAPT in all of these 

patients. 

 DR. LANGE:  Perfect.  Thank you very much. 

 DR. PAGE:  Dr. Zuckerman. 

 DR. ZUCKERMAN:  Yeah.  Dr. Stone, we heard a moment ago Dr. Rapoza's comments 

on how not to crack the stent. 

 DR. STONE:  Yeah. 
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 DR. ZUCKERMAN:  But you were going to comment also. 

 DR. STONE:  Yes.  So what Dr. Rapoza showed nicely is that until you get to about 

0.7 mm above the scaffold size, that the risk -- and this is on the bench, that the risk of 

cracking the stent is almost zero.  It's zero actually, and then it starts going up. 

 So the current recommendation is that you don't use a post-dilatation balloon that's 

greater than 0.5 mm larger than the scaffold size, that you always use a non-compliant 

balloon to post-dilate, which don't grow.  And what we've seen clinically is that in the early 

days of Absorb, there were some impressive scaffold disruptions that were reported with 

some dramatic OCT images, but that's when very large balloons were used to post-dilate 

scaffolds.  We've not seen, in the ABSORB III experience, a case of scaffold disruption. 

 Now again, imaging, you really see this on intravascular imaging, and that wasn't 

used very frequently.  But similarly, right now we believe that the risk is quite low.  To my 

knowledge, there's not been a case reported with bifurcations.  I think that again, you 

know, we've learned to, one, use smaller balloons no larger than 3 mm.  The risk there, as  

Dr. Rapoza said, is really only in rupturing a link, which really doesn't have any 

consequence.  And even in Europe, where they're doing, you know, some bifurcation cases, 

they've learned not to do high-pressure kissing balloons.  So we do either a low-pressure 

kiss or no kiss whatsoever.  The technique of bifurcations is being modified for Absorb, so 

bifurcation hasn't seemed like it's been a risk for a strut fracture. 

 DR. PAGE:  Thank you. 

 I've seen Dr. Vetrovec and Dr. Brindis.  We're 5 minutes past time right now.  I'm just 

asking if you had specific clarifying questions that might require the Sponsor looking at 
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something over lunch.  Otherwise, I'll ask you to hold your questions. 

 Dr. Vetrovec. 

 DR. VETROVEC:  I'll pass for right now. 

 DR. PAGE:  Thank you. 

 Dr. Brindis. 

 DR. BRINDIS:  I'm still interested if these are related to coronary complications -- 

 DR. PAGE:  Please turn on your microphone.  I'm not seeing a light there.  Maybe you 

can use Dr. Evans's.  We've gone dead on this side. 

 DR. BRINDIS:  There's a reason for that. 

 (Laughter.) 

 DR. PAGE:  While we're fixing that -- 

 DR. STONE:  It's time to go. 

 DR. PAGE:  -- I do want to summarize a couple of the questions that are pending, and 

then we'll ask you to clarify.  Dr. Lange had a question specifically about ostial lesions and 

wondering the difference between 2.5 versus 3.0 versus 3.5.  Specifically, Dr. Lange, you 

were asking? 

 DR. STONE:  Yes. 

 DR. LANGE:  How many of each of those. 

 DR. STONE:  Yeah, we'll get that for you. 

 DR. PAGE:  Great.  And, Dr. Brindis, you had a question about calcification that you 

had already asked, recognizing that was an exclusion criterion.  However, up to one-third 

might have had some calcification.  Dr. Stone, was the question clear in terms of -- 
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 DR. STONE:  Yes. 

 DR. PAGE:  -- providing further information? 

 DR. STONE:  Absolutely.  Absolutely. 

 DR. PAGE:  And I believe those were the only other questions. 

 Yes, Dr. Brindis. 

 DR. BRINDIS:  Quickly.  Also an exclusion was marked LV dysfunction. 

 DR. STONE:  Yes. 

 DR. BRINDIS:  There had been reports of increased thrombosis.  If you can offer some 

insight as to why that would be related to your data after the break. 

 DR. PAGE:  Great.  Thank you, Dr. Brindis. 

 With that, I'd like to thank the Sponsor's representatives for their presentation. 

 We'll now take a 9-minute break.  We're going to resume at 10:15 for the FDA 

presentation.  I'll remind the panelists not to talk among yourselves about the matter at 

hand today. 

 Thank you. 

 (Off the record at 10:06 a.m.) 

 (On the record at 10:16 a.m.) 

 DR. PAGE:  I'm now going to ask the FDA to give their presentation. 

 I'd like to remind public observers at this meeting that while the meeting is open for 

public observation, public attendees may not participate except when specifically requested 

by the Chair. 

 The FDA will have 90 minutes to present.  The Sponsor set a high bar.  FDA, I now ask 
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you to begin your presentation. 

 DR. BROTHERS:  Good morning, and welcome to the FDA's presentation on the 

Absorb GT1 Bioresorbable Vascular Scaffold System, or BVS, PMA No. P150023.  My name is 

Kenya Brothers.  I am a biomedical engineer in the Division of Cardiovascular Devices, and 

I'm the lead reviewer for this PMA. 

 The FDA has conducted a comprehensive review of this PMA.  Because this is a drug-

device combination product, our review has spanned two centers, the Center for Drug 

Evaluation and Research and the Center for Devices and Radiological Health.  As outlined on 

this slide, members from eight offices across these two centers have worked together to 

complete this review. 

 I would like to thank everyone who contributed to the review of this device, 

particularly the individuals listed on this slide who have been a part of the review team 

since it was under review as an IDE. 

 For our presentation today, I will first present introductory slides.  Dr. Zhao will give 

the statistical presentation.  Dr. Magee will give an overview of the clinical review.  Dr. Farb 

will address specific issues the FDA identified during the clinical review.  And Dr. Radoja will 

discuss considerations for the post-approval study.  I will then conclude with a brief 

summary of FDA's review. 

 The Absorb GT1 BVS, which I will refer to from here on as the BVS, includes three 

main components, a delivery system, an absorbable polymeric scaffold, and a drug-eluting 

coating, where the drug-eluting coating is composed of an absorbable polymeric 

component and the antiproliferative drug everolimus. 
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 The BVS delivery system has a rapid exchange design.  The delivery system used in 

the Absorb clinical studies is slightly different from the one being proposed for the device 

the Sponsor intends to market, the Absorb GT1 BVS.  The modified delivery system is similar 

to the delivery system used in the FDA-approved XIENCE Alpine, with minor modifications 

to accommodate the BVS.  The Absorb GT1 BVS System was evaluated on the bench, and 

the FDA has no outstanding concerns about the GT1 delivery system. 

 The BVS is available in diameters of 2.5, 3.0, and 3.5 mm and lengths of 8, 12, 18, 23, 

and 28 mm. 

 The bioresorbable vascular scaffold is fabricated from poly(L-lactide), or PLLA, which 

is a semicrystalline absorbable polymer.  The BVS design includes a series of 

circumferentially oriented sinusoidal rings that are connected to neighboring rings by three 

linear links.  Two platinum markers are embedded in each end ring to enable fluoroscopic 

visualization of the scaffold.  There are two distinct BVS designs, the small design, which 

includes the 2.5 and 3 mm diameter sizes, and the medium design, which includes the 3.5 

mm diameter sizes. 

 The polymeric portion of the BVS coating is composed of poly(D,L-lactide), or PDLLA, 

an amorphous polymer containing an equimolar mixture of D- and L-lactide.  The 

absorbable polymeric component is utilized to control the release of the drug.  The drug 

component, everolimus, is an antiproliferative drug that is intended to prevent smooth 

muscle cell proliferation within the scaffold.  Everolimus is the identical drug component 

included in the XIENCE family of drug-eluting stents. 

 The BVS is designed to provide temporary arterial mechanical support for an 
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adequate duration after implantation, elute an antiproliferative drug to prevent restenosis, 

and ultimately disappear via bioabsorption once arterial support is no longer needed. 

 This figure illustrates the dynamic behavior of the BVS post-implantation and the 

manner in which vascular healing proceeds during device bioabsorption.  Drug elution takes 

place over a period of approximately 3 months.  As the molecular weight of the polymer 

decreases during hydrolysis, the radial strength of the BVS also begins to decrease.  Finally, 

the device mass is lost through absorption of the intermediate degradation products until 

the device has been completely absorbed at 36 months. 

 The Sponsor conducted bench testing of device dimensional and functional 

attributes in accordance with FDA guidance and national and international consensus 

standards to characterize the safety and effectiveness of the BVS and its delivery system.  

As the guidance listed on this slide was written for bare metal stents, some of the 

recommended tests had to be modified to account for the differences in design of the BVS 

as compared to a stent with a metallic platform. 

 Additionally, because the BVS contains a drug-eluting coating, several tests not 

included in the guidance identified on this slide had to be conducted to characterize the 

safety and effectiveness of the coating.  For example, the number of fatigue cycles the BVS 

was subject to during fatigue testing was decreased because the device is not a permanent 

implant.  Furthermore, as the entire BVS degrades via hydrolysis prior to being absorbed, 

polymer degradation was also assessed on the bench. 

 This plot compares polymer degradation or the breaking of polymer chains into 

smaller pieces both on the bench, as shown in red, and in a healthy animal model, as shown 
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in black.  This plot shows that in vitro polymer degradation proceeds in the same manner as 

in vivo polymer degradation. 

 The Sponsor performed a series of animal studies to support the current PMA.  This 

slide shows representative histology images from those studies.  Overall, the BVS 

demonstrated comparable safety to XIENCE V in porcine coronary arteries between 3 days 

and 4 years following implantation.  The devices showed similar neointimal composition, 

low inflammation, and the absence of scaffold thrombosis.  The high-power images of the 

BVS show the gradual replacement of the polymer struts with connective tissue, with 

complete polymer degradation by 4 years. 

 The BVS has the following components that are similar to those of the XIENCE family 

of stents.  It has a platform that imparts radial strength to the treated vessel and a drug-

eluting coating that elutes an antiproliferative drug to inhibit restenosis.  However, the BVS 

is unique in that both the drug-eluting coating and the platform are fully absorbed over 

time. 

 The material properties of the absorbable BVS necessitate that the strut dimensions, 

specifically strut thickness and width, be increased as compared to those of the XIENCE 

stent.  The increased strut dimensions may impact device delivery and deployment as 

compared with the thinner XIENCE stent. 

 To summarize the nonclinical findings during our review of the BVS, device 

performance was evaluated both on the bench and in a healthy animal model.  The BVS was 

shown to undergo hydrolysis both in vitro and in vivo and to reach complete absorption in 

the in vivo animal model at 36 months.  We have no concerns related to the nonclinical 
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review of the BVS for which we are seeking input from the Panel. 

 The indications for use proposed by the Sponsor read as follows:  "The Absorb GT1 

Bioresorbable Vascular Scaffold (BVS) is a temporary scaffold that will fully resorb over time 

and is indicated for improving coronary luminal diameter in patients with ischemic heart 

disease due to de novo native coronary artery lesions ≤ 24 mm in length with a reference 

vessel diameter of ≥ 2.5 mm and ≤ 3.75 mm." 

 I'd like to now turn things over to Dr. Zhao, who will present FDA's statistical review. 

 DR. ZHAO:  Thank you, Dr. Brothers. 

 Good morning.  My name is Yu Zhao, mathematical statistician at the Center for 

Devices and Radiological Health, FDA.  I will present FDA's statistical review of this PMA 

application. 

 I will at first briefly describe the design of ABSORB III study and then present the 

1-year results of the primary analysis group.  After that, I will summarize the statistical 

review. 

 By design, the ABSORB III includes four sub-studies: 

· The nonrandomized lead-in group; 

· The 2:1 randomized primary analysis group; 

· The 2:1 randomized imaging cohort; and 

· The nonrandomized pharmacokinetic group. 

 In the scope of this PMA, the statistical evaluation of the primary and secondary 

endpoints were based on the primary analysis group. 

 The primary analysis group of ABSORB III was a prospective, multicenter, 
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randomized, single-blinded, two-arm trial with subjects being blinded to the treatment 

assignment.  The investigational device was BVS, and the control device was XIENCE stent.  

A total of 2,008 subjects from 193 sites were randomized in a 2:1 fashion to receive the 

treatment of either BVS or XIENCE stent; 1,322 were randomized to the BVS group, and 686 

subjects were randomized to the XIENCE group. 

 The primary endpoint was target lesion failure (TLF) at 1 year.  TLF was a composite 

of cardiac death, myocardial infarction attributable to target vessel or ischemia-driven 

target lesion revascularization.  The objective for this endpoint was to demonstrate that the 

BVS group was non-inferior to the XIENCE group regarding 1-year TLF rate, with a pre-

specified non-inferiority margin of 4.5% at one-sided alpha level of 2.5%. 

 There were three secondary endpoints with pre-specified hypothesis tests, including 

angina, all revascularization, and ischemia-driven target vessel revascularization (ID-TVR) at 

1 year. 

 For each of the three secondary endpoints, the objective was to demonstrate that 

the BVS group was superior to the XIENCE group. 

 To control the overall Type I error rate, superiority tests of three secondary 

endpoints were to be performed according to the pre-specified testing sequence if the non-

inferiority test of the primary endpoint was passed.  The study will be considered a success 

when the study meets the primary endpoint of TLF at 1 year. 

 Two analysis populations were pre-specified in the study protocol, the intent-to-

treat and per-treatment-evaluable populations.  The ITT population included all randomized 

subjects, and the subjects were analyzed based on the randomization assignment.  The PTE 
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population included subjects who had received only study devices (that's BVS or XIENCE) at 

the target lesion and excluded subjects with major protocol deviations pre-specified in the 

study protocol.  For the PTE population, subjects were analyzed based on the treatment 

actually received. 

 In addition, as-treated population was defined in a post hoc fashion in the PMA.  

Subjects in the as-treated population were analyzed based on the treatment actually 

received.  Subjects who received both BVS and XIENCE at separate target lesions were 

analyzed based on the randomization assignment.  Subjects who received both BVS and 

XIENCE at the same target lesion and those who received no study device at target lesion 

were excluded from the AT population. 

 Here is the subject flowchart for ITT, AT, and the PTE populations.  In the ITT 

population, 1,322 subjects were in the BVS group and 686 subjects were in the XIENCE 

group, according to the randomization assignment.  In the AT population, 56 crossover 

subjects were analyzed based on the treatment actually received.  In addition, for the BVS 

group, six subjects with no study device used on target lesion and 10 subjects with mixed 

device use on target lesion were excluded, resulting in 1,252 BVS subjects in the AT 

population.  For the XIENCE group, five subjects with no study devices used on target lesion 

were excluded, and therefore, there were 735 XIENCE subjects in the AT population. 

 From the AT population to the PTE population, an additional 72 subjects were 

excluded from the BVS group because of major protocol deviations, resulting in 1,180 BVS 

subjects in the PTE population.  For the XIENCE group, an additional 56 subjects were 

excluded because of major protocol deviations.  Therefore, there were 679 XIENCE subjects 
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in the PTE population. 

 In the next slides, I will present the 1-year results of the primary analysis group. 

 Based on the ITT population, the observed 1-year TLF rates in the BVS and XIENCE 

groups was 7.8% and 6.1%, respectively.  The difference between the two study groups was 

1.7%, favoring the XIENCE group, with a corresponding 95% confidence interval from -0.5% 

to 3.9%.  The upper bound of the 95% confidence interval was lower than the pre-specified 

non-inferiority margin of 4.5%.  Therefore, the non-inferiority objective of the primary 

endpoint, TLF at 1 year, was met, and the study success criteria was met based on the ITT 

population. 

 For the PTE population, the observed difference in 1-year TLF rate between the two 

study groups was 2.1%, favoring the XIENCE group.  The upper bound of the corresponding 

95% confidence interval was 4.3%, lower than the pre-specified non-inferiority margin of 

4.5%.  The non-inferiority objective of the primary endpoint was met, and study success 

criteria was met based on the PTE population. 

 Here is the post hoc as-treated analysis of TLF at 1 year.  The observed difference 

between the two study groups was 1.9%, favoring the XIENCE group.  The upper bound of 

the corresponding 95% confidence interval was 4.1%, lower than the pre-specified non-

inferiority margin of 4.5%.  The result of the post hoc as-treated analysis supported the 

non-inferiority of BVS compared to XIENCE in terms of TLF at 1 year.  Therefore, the 

non-inferiority objective of the primary endpoint was met based on the pre-specified ITT 

and PTE analyses.  In addition, the result of the post hoc as-treated analysis also supported 

the non-inferiority of BVS compared to XIENCE in terms of TLF at 1 year. 
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 After the primary endpoint was met, according to the pre-specified testing 

sequence, the first secondary endpoint to be tested was angina at 1 year.  Based on the ITT 

population, the superiority objective of angina at 1 year was not met.  Subsequently, testing 

of a secondary endpoint stopped, and it was concluded that the superiority objectives of all 

revascularization and ID-TVR at 1 year was not met.  Therefore, the study failed to 

demonstrate superiority of BVS over XIENCE in terms of angina, all revascularization, or 

ID-TVR at 1 year. 

 In summary, the non-inferiority objective of the primary endpoint, TLF at 1 year, was 

met.  Therefore, the study success criterion was met.  At the same time, the BVS group had 

higher observed 1-year TLF rate compared to the XIENCE group.  The study failed to 

demonstrate superiority of BVS over XIENCE in terms of angina, all revascularization, or 

ID-TVR at 1 year. 

 This concludes FDA's statistical review, and I would like to turn the presentation over 

to the clinical reviewer, Dr. Magee. 

 DR. MAGEE:  Okay.  Thank you, Dr. Zhao. 

 Good morning.  I am Adrian Magee, a general and interventional cardiologist and 

medical officer in the Division of Cardiovascular Devices at FDA. 

 In this introductory section of the FDA's clinical presentation, I will present a brief 

overview of the ABSORB III trial, including trial design, study endpoints, inclusion and 

exclusion criteria, patient demographics, clinical presentation, baseline lesion 

characteristics, and post-procedure angiographic findings.  My colleague, Dr. Andrew Farb, 

will present and discuss the FDA's perspective on the principal safety and effectiveness 
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results, and he will also review other informative clinical data available from completed and 

ongoing Absorb clinical studies being performed outside the United States. 

 This slide shows an outline of the overall design of ABSORB III.  As has already been 

presented, ABSORB III is comprised of three separate subgroups, as shown on this slide. 

 Data from the lead-in group, imaging cohort, and pharmacokinetic group do not 

contribute to the ABSORB III endpoint analysis and will not be discussed further. 

 The principal safety and effectiveness information for the Absorb GT1 Bioresorbable 

Vascular Scaffold System comes from the randomized primary analysis group of ABSORB III.  

Following initial review, FDA has elected to convene this Advisory Panel and seeks your 

expert opinion with regard to the safety and effectiveness of the Absorb BVS based on the 

clinical -- based on the preclinical and clinical findings. 

 The objective of the ABSORB III randomized controlled trial is to evaluate the safety 

and effectiveness of the BVS system compared to XIENCE in the treatment of subjects with 

ischemic heart disease caused by up to two de novo coronary lesions in separate epicardial 

vessels.  This is a prospective 2:1 randomized clinical -- I'm sorry, randomized, single-blind, 

multicenter pivotal trial with all but two study sites located in the U.S.  The primary 

endpoint is target lesion failure at 1 year.  TLF is defined as a composite of cardiac death, 

myocardial infarction attributable to target vessel or ischemia-driven target lesion 

revascularization. 

 Sorry, I'm having some technical difficulties here. 

 Secondary endpoints with pre-specified hypothesis tests were angina at 1 year, all 

revascularization at 1 year, ischemia-driven target vessel revascularization.  Sorry about 
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that. 

 Additional secondary endpoints include death and scaffold or stent thrombosis using 

the ARC definition with regards to definite or probable events and the timing of these 

events.  Also, other composite endpoints include protocol classifications of death, MI, and 

revascularization in different combinations similar to the composite endpoints commonly 

seen in other interventional cardiology trials. 

 Key inclusion criteria are listed on this slide and include: 

· Evidence of myocardial ischemia 

· One or two de novo lesions, each in different native coronary vessels 

· Vessel diameter of greater than or equal to 2.5 mm and less than or equal to 

3.75 mm 

· Target lesions less than or equal to 24 mm in length 

· Lesion diameter stenosis of greater than 50% and less than 100% with TIMI 

flow greater than or equal to 1. 

 Vessel and lesion measurements were by visual estimation with adjunctive imaging 

using QCA, IVUS, and OCT optional. 

 The intended study population enrolled in ABSORB III included patients with 

significant coronary artery disease who had generally non-complex clinical and anatomical 

findings. 

 Key inclusion criteria included the following: 

· Myocardial infarction (within 72 hours of index procedures and both CK an 

CK-MB have not returned to within normal limits at the time of index 
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procedure) 

· Left ventricular ejection fraction less than 30% 

· Renal insufficiency (with glomerular filtration rate less than 30 mL/min or 

patient on dialysis) 

· Requirement for long-term anticoagulation 

· Heavily calcified or tortuous vessels or lesions within or distal to coronary 

bypass grafts 

· Left main lesions 

· Ostial or aorto-ostial lesions (within 3 mm of the vessel origin) 

· Vessels containing thrombus 

· Bifurcation lesions with side branches greater than 2 mm in diameter or side 

branches with either an ostial or a non-ostial lesion with diameter stenosis 

greater than 50% or side branch requiring dilatation 

 To be eligible for enrollment, successful pre-dilatation of the target vessel was 

mandatory.  Success was defined as 

· Residual percent diameter stenosis of less than 40% 

· TIMI Grade 3 flow 

· Lesion length (including edge dissection) less than 24 mm 

· No other significant angiographic or clinical complications 

 Post-dilatation was optional with a non-compliant balloon and with stipulation not 

to post-dilate to greater than 0.5 mm beyond the nominal BVS diameter due to the 

increased risk of strut fracture beyond this margin for the Absorb BVS. 
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 Selected demographics and clinical characteristics for patients enrolled in ABSORB III 

are shown on this slide.  Patient demographics and clinical characteristics were well 

matched between groups.  Enrolled patients were predominantly males in their early to 

mid-60s.  More than 30% are diabetics, and more than two-thirds are on treatment for 

hypertension or hyperlipidemia.  Stable angina was the clinical presentation in 

approximately 60%, and slightly less than 70% had single-vessel coronary artery disease. 

 Importantly, lesion baseline characteristics are shown on this slide and are also 

similar between BVS and XIENCE. 

 Approximately 70% of treated lesions were moderately complex.  Slightly less than 

one-third had associated moderate or severe calcification, and 37% of lesions involved 

bifurcations.  Moderate or severe vessel tortuosity was rare. 

 Pre-procedural QCA results by angiographic core lab are shown on this slide and, as 

can be seen, are generally well matched.  Lesion length is slightly greater for XIENCE, but 

this is not likely to be of clinical significance.  The mean core lab-assessed reference vessel 

diameter was approximately 2.6 mm, and the percent diameter stenosis was approximately 

65% in both groups. 

 A summary of key post-procedure results by angiographic core lab are represented 

on this slide.  A single target lesion was treated in more than 80% of enrolled subjects in 

both groups.  Almost all the remaining patients had two target lesions treated.  Less than 

1% of BVS and XIENCE patients had three target lesions treated.  Minimal luminal diameter 

and acute gain are less and residual percent diameter stenoses are greater for BVS than for 

XIENCE.  Similar in-device post-procedural findings have been seen in other Absorb studies. 
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 This was not due to less aggressive post-dilatation in the BVS group.  Note that in 

ABSORB III, post-dilatation was actually performed more often than the BVS group.  The 

post-dilatation median balloon pressure was similar for both devices at 16 atmospheres, 

and the median ratio of post-dilatation balloon to vessel diameter was also similar for BVS 

versus XIENCE at 1.2 versus 1.18, respectively.  Later in our presentation, Dr. Farb will 

discuss the FDA's observations on the impact of post-dilatation on clinical outcomes in 

ABSORB III. 

 Antiplatelet medication usage for the index procedure is shown on this slide.  Rates 

for aspirin and P2Y12 receptor antagonists are high.  Clopidogrel was the antiplatelet drug 

chosen in more than 60% of cases in both devices. 

 Aspirin and P2Y12 receptor inhibitor usage at 30 days and 1 year are shown on this 

slide.  At 1 year, approximately 95% of BVS and XIENCE patients remained on aspirin and 

P2Y12 inhibitor.  Clopidogrel continued to be the dominant P2Y12 inhibitor used, which has 

been taken in more than two-thirds of patients in each group at 1 year. 

 Before proceeding with our discussion of the trial results, I would like to take a few 

moments to again briefly overview the makeup of the analysis populations in ABSORB III.  

The statistical plan pre-specified the intent-to-treat and the per-treatment-evaluable 

populations as the study analysis populations. 

 The ITT population was pre-specified as the primary analysis population and included 

subjects in the treatment group to which they were randomized.  The PTE population 

includes subjects who received only study devices at the target lesion and were analyzed 

based on the treatment actually received.  This includes crossovers.  Patients who had 
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major protocol deviations were excluded from the PTE analysis. 

 Some of the results being presented this morning are from the as-treated 

population.  This post hoc analysis population is similar to the PTE population in that the 

analysis was based on the treatment actually received.  But in the as-treated population, 

patients with protocol deviations were not excluded. 

 This slide shows patient flow and accountability from randomization to 1 year for the 

ITT population.  Patient retention and accountability was generally excellent; 99.2% of BVS 

patients and 98.7% of XIENCE patients were available for endpoint analysis at 1 year. 

 One thousand three hundred and twenty-two patients were randomized to the 

Absorb BVS, of which 1,267 actually received the BVS and 55 were crossovers to XIENCE.  

Ten patients were terminated from the study, four being lost to follow-up and six withdrew 

consent.  There were 1,313 BVS patients included in the ITT target lesion failure primary 

endpoint analysis at 1 year.  This included one of the terminated patients who had 

experienced an endpoint prior to termination. 

 Six hundred and eighty-six patients were randomized to XIENCE, all of which -- I'm 

sorry, of which all but one actually received the XIENCE stent.  There were nine study 

terminations, six being lost to follow-up and three withdrew consent.  There were 677 

XIENCE patients included in the ITT TLF analysis at 1 year. 

 The PTE population excluded subjects with major protocol deviations but did retain 

crossovers in the analysis populations.  Of the 1,322 patients randomized to the Absorb 

BVS, 1,174 were included in the PTE analysis for the TLF primary endpoint at 1 year.  There 

were 95 patients who were excluded due to protocol deviations, 47 who crossed over to 
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XIENCE, and there were six patients who were lost to follow-up.  Actually, four patients lost 

to follow-up and two who withdrew consent.  Of the 686 patients randomized to XIENCE, 

670 were included in the PTE analysis for TLF at 1 year.  There were 54 patients who were 

excluded due to protocol deviations, 47 who crossed over to XIENCE from the BVS arm, and 

nine who were lost to follow-up.  Actually, it was six who were lost to follow-up and three 

who withdrew consent. 

 I will now hand over to Dr. Andrew Farb, who will continue the FDA clinical review 

presentation.  Thank you for your attention. 

 DR. FARB:  Good morning, Dr. Page and members of the Advisory Panel.  My name is 

Andrew Farb.  I am a cardiologist and medical officer in the Division of Cardiovascular 

Devices, and I'll be providing FDA's review of the Absorb BVS clinical results. 

 Here is an outline of my remarks.  I'll start by going through the ABSORB III trial in 

depth, beginning with acute device and clinical procedure success rates.  Next I'll discuss 

the target lesion failure primary endpoint and examine this endpoint with respect to the 

three analysis populations: ITT, as-treated, and PTE.  This will be followed by an 

examination of the BVS results in ABSORB III within a risk-benefit framework.  For safety, I'll 

start with the ITT population and then BVS use in small target vessels, with a discussion of 

approaches to mitigate risk, focusing on appropriate target vessel selection and BVS post-

dilatation.  I'll review BVS effectiveness as assessed by the rates of TLR and the other major 

secondary endpoints.  Then I'll offer perspectives on the value added to the totality of the 

data from the supplementary non-U.S. BVS studies, and I'll close with a summary of clinical 

observations. 
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 Let's first review procedural success rates and device success rates in ABSORB III.  

Device success was lesion based, and it was defined as successful delivery and deployment 

of the study device at the intended target lesion, successful withdrawal of the delivery 

system, and a residual stenosis of less than 30%. 

 For clinical procedure success, the patient was the unit of analysis.  Clinical 

procedure success required device success at target lesions, plus no occurrence of cardiac 

death, target vessel MI, or repeat TLR during the hospital stay or to a maximum of 7 days 

post the index procedure. 

 The observed acute device success rate was approximately 5% lower in the BVS 

group versus XIENCE (94.3% versus 99.3%, respectively).  For the clinical procedure success 

rates, which includes periprocedural cardiac events and crossovers, there was a less than 

2% difference between groups (94.6% in BVS versus 96.2% in XIENCE). 

 This slide helps to explain the 5% lower rate of device success in the BVS group 

versus XIENCE.  Among subjects randomized to the BVS, there were 71 cases in which an 

unassigned device was used, and in 40 of these 71 cases, the reason for unassigned device 

use was either failure to deliver or failure to cross the target lesion.  In contrast, there were 

only two cases of failure to deliver or failure to cross the target lesion in the XIENCE group, 

a much lower rate, even taking into account the 2:1 BVS to XIENCE randomization. 

 This slide provides insights of the higher -- into the high rate of unassigned device 

use in the BVS group.  In cases in which the BVS could not be delivered or cross the target 

lesion, lesions more often had greater complexity features with a higher-than-the-median 

percent diameter stenosis, lesion length, and angulation and more often had higher degrees 
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of calcification.  But in context with the entire ABSORB III trial, there were only 40 subjects 

with failure to deliver or cross with the scaffold, representing 3% of the total of 1,322 BVS 

ITT subjects. 

 Let's next address clinical non-inferiority for the 1-year TLF primary endpoint in the 

three analysis populations, ITT, as-treated, and PTE populations, posing the question of how 

much non-inferiority is clinically acceptable versus a very good drug-eluting stent. 

 Starting with the ITT population, which may be considered less conservative for non-

inferiority analysis, as subjects are analyzed based on the group to which they were 

randomized, for the 1-year TLF endpoint, the BVS rate was 7.8% versus 6.1% in XIENCE, with 

a 1.7% observed difference between treatment groups, favoring XIENCE.  The upper bound 

of the 95% confidence interval of the difference was 3.9%, which was less than the pre-

specified non-inferiority margin of 4.5%.  So the non-inferiority test was passed. 

 Next, we move to the as-treated population.  Fifty-six crossover subjects were 

analyzed based on the treatment actually received; 55 crossed over to XIENCE, and 1 

crossed over to the BVS.  And recall the higher rate of treatment with an unassigned device 

in the BVS group versus XIENCE, mostly due to failure to deliver or cross the target lesion. 

 Here are the side-by-side comparisons of the 1-year TLF primary endpoint in the ITT 

population versus the as-treated population.  Compared to ITT, the TLF rate increased from 

7.8% to 8% in the BVS group, with no change in the XIENCE rate, which remained stable at 

6.1%.  The observed differences in TLF rates between treatment groups increased from 

1.7% to 1.9%, still in favor of the XIENCE group. 

 Here we move to the PTE population, in which additional subjects were excluded 
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because of major protocol deviations, which means that the PTE subjects more closely 

match the intended ABSORB III enrollment criteria, plus 47 crossover subjects, all of whom 

crossed over from the BVS to the XIENCE group and were analyzed based on the treatment 

actually received. 

 In this slide we've added the 1-year TLF primary endpoint results for the PTE 

population.  Compared to the ITT population, the TLF rates stay the same in the XIENCE 

group at 7.8%, but the TLF rate decreased in the XIENCE group -- I'm sorry.  The TLF rates 

stayed the same in the BVS group at 7.8%, but the TLF rate decreased in the XIENCE group 

from 6.1% to 5.7%.  As a result, in the PTE population, the observed difference in the TLF 

rate increased further to 2.1% in favor of XIENCE. 

 So for non-inferiority based on the 1-year TLF rate in the ITT population, the non-

inferiority objective was met.  The observed 1-year TLF rate difference was 1.7% in favor of 

the XIENCE group (6.1%) versus BVS (7.8%). 

 In the as-treated and PTE populations, which were analyzed based on the treatment 

actually received, crossovers included in the as-treated and PTE and subjects with major 

protocol deviations excluded from the PTE population, there was a higher observed TLF rate 

difference favoring XIENCE versus the ITT analysis. 

 Next, let's move to a risk-benefit framework in which the safety outcomes are largely 

the risks encountered and faced by patients. 

 Cardiac death and target vessel MI are the safety components of the TLF composite.  

Scaffold and stent thrombosis is an important mechanistic safety event because it is 

frequently associated with death or acute MI.  The observed rates of all three safety events 
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at 1 year were numerically higher in the BVS group versus XIENCE: 0.6% versus 0.1% for 

cardiac death, 6% versus 4.6% for target vessel MI, and 1.54% versus 0.74% for device 

thrombosis.  ABSORB III was not designed or powered to detect significant differences 

between treatment groups for these events. 

 A caveat regarding BVS thrombosis.  Eleven of the 20 scaffold thrombosis cases 

occurred in vessels with a QCA-assessed RVD of less than 2.25 mm.  I'll explore this 

subgroup in more detail later in the presentation. 

 For cardiac death, although there was a small numerical excess in the BVS group 

versus XIENCE, the 1-year rates were less than 1% and were low in both groups. 

 For target vessel MI, there was a slightly increasing event rate difference, 

representing spontaneous MIs between treatment groups, favoring XIENCE over the course 

of 1 year. 

 The observed difference in target vessel MI in favor of XIENCE was not due to 

periprocedural events.  This slide shows that periprocedural MIs were generally similar with 

respect to the rate between BVS and XIENCE, independent of the strata of CK-MB elevation 

used to define periprocedural infarcts. 

 Most target vessel MIs were non-Q wave MIs, with observed rates numerically 

higher in the BVS group versus XIENCE for both Q and non-Q events. 

 Here are the BVS and XIENCE stent thrombosis data through 1 year.  There were no 

XIENCE stent thrombosis cases after 30 days, and an increasing observed device thrombosis 

rate difference over the course of 1 year favoring XIENCE.  At 1 year the rate difference of 

BVS minus XIENCE was 0.8%, but this corresponds to a greater than twofold higher rate of 
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device thrombosis in the BVS group (1.54%) versus XIENCE (0.74%).  As you've heard, there 

was one case of stent thrombosis in a subject who was randomized to BVS but was treated 

with a XIENCE stent due to unsuccessful attempted BVS deployment. 

 These data show the morbidity associated with scaffold and stent thrombosis.  The 

two BVS deaths were sudden deaths within 30 days of the index procedure.  Fourteen of 

the 19 BVS thrombosis cases and 5 of the 6 XIENCE thrombosis cases were associated with 

acute MIs.  Seventeen of the 19 subjects with BVS thrombosis and all 6 subjects with XIENCE 

stent thrombosis underwent TLR and thus were subjected to additional invasive cardiac 

procedures. 

 This slide shows the use of dual antiplatelet therapy in subjects with device 

thrombosis.  In the ITT population, 16 of the 20 BVS subjects and all 5 XIENCE subjects were 

taking dual antiplatelet therapy at the time of their thrombosis event. 

 Here are the 1-year rates of ARC definite plus probable stent thrombosis in 

contemporary major DES randomized trials reviewed by FDA, to which I've added the 

ABSORB III device thrombosis rates for the BVS and the XIENCE stent.  One needs to be 

cautious in drawing conclusions by comparing device rates between devices used in 

different randomized trials.  But it is notable that the enrollment criteria were generally 

similar across these studies. 

 Next in the risk-benefit framework, let's examine BVS effectiveness, which can be 

considered as benefits to patients. 

 With regard to the effectiveness component of target lesion failure, both devices 

perform well.  The observed rates of ischemia-driven target lesion revascularization at 
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1 year was similar between treatment groups (3% in the BVS versus 2.5% for XIENCE). 

 The pre-specified major secondary endpoints of angina, all revascularization, or 

ischemia-driven target vessel revascularization at 1 year were designed to show additional 

benefits of the BVS in a stepwise superiority analysis.  However, observed rates were 

generally similar between treatment groups, with a small numerical difference in favor of 

XIENCE.  Notably, there was no signal of superiority of the BVS versus XIENCE for any of 

these endpoints. 

 Other potential BVS benefits that you've heard about today include restoration of 

normal arterial vasomotion, late lumen enlargement, favorable plaque modification, 

avoidance of very late vascular responses to an implanted metallic stent, and more options 

for future revascularization procedures, if needed, following BVS reabsorption.  However, 

the actual clinical benefits to patients associated with these potential DES advantages 

remain to be demonstrated in research studies. 

 To summarize FDA's views on the BVS safety risks and effectiveness benefits at 

1-year follow-up in ABSORB III, the observed rates of the safety components of the TLF 

endpoint (cardiac death and target vessel MI) and scaffold or stent thrombosis were 

numerically higher in the BVS group, with a scaffold/stent thrombosis rate greater than 

twofold higher in the BVS versus XIENCE.  The observed rates of the effectiveness 

component of the TLF endpoint (ischemia-driven TLR) were low and similar between 

treatment groups.  There was no signal of superiority of the BVS versus XIENCE for the 

1-year rates of angina, all revascularization, or ischemia-driven TVR. 

 Let's now return to the safety side of the risk-benefit framework and discuss 
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whether appropriately sized vessels can be selected and whether there are optimal 

deployment strategies established for the safe use of the BVS. 

 Here I'll review the post hoc analysis of clinical outcomes in the treatment of small 

target vessels.  Recall that in the ABSORB III enrollment criteria, target lesions had to be 

located in native coronary arteries.  Visual estimation for the diagnostic angiogram was to 

be used such that the reference vessel diameter following pre-dilatation was greater than 

or equal to 2.5 mm and less than or equal to 3.75 mm, a lesion length of less than or equal 

to 24 mm, and a diameter stenosis between 50% and less than 100%.  The use of 

quantitative vessel sizing methods such as quantitative coronary angiography, intravascular 

ultrasound, or optimal coherence tomography were optional. 

 It is recognized that visual estimates of coronary artery dimensions typically 

overestimate true vessel diameters as measured by QCA.  The precise amount of vessel 

diameter overestimation by visual assessment is not known, but 0.25 mm is a reasonable 

estimate.  Thus, a 2.5 mm visually estimated diameter correlates with a 2.25 mm QCA-

measured diameter.  Importantly, a QCA-assessed RVD of less than 2.25 mm could be 

interpreted as an undersized target vessel per the ABSORB III inclusion criteria that required 

a visually estimated RVD of at least 2.25 mm. 

 In ABSORB III the angiographic core laboratory found that 18.7% of the total ITT 

population, 18.4% of the BVS subjects, and 19.5% of XIENCE subjects underwent treatment 

of an undersized artery defined as a QCA-assessed diameter of less than 2.25 mm. 

 Here is a diagram of the distribution of subjects that comprised the post hoc analysis 

of clinical outcomes stratified by QCA-assessed RVD either greater than or equal to 2.25 mm 
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or less than 2.25 mm.  That's the undersized vessel subgroup.  There were 1,074 BVS and 

549 XIENCE subjects with an RVD greater than or equal to 2.25 mm, and 242 BVS subjects 

and 133 XIENCE subjects in the less than 2.25 mm undersized vessel subgroup. 

 The baseline clinical characteristics were balanced between treatment groups 

stratified by RVDs greater than or equal to or less than 2.25 mm. 

 With regard to these key baseline anatomic and procedural features, there were no 

differences between treatment groups stratified by RVD size. 

 However, some post-implantation vessel measurement differences between the BVS 

and XIENCE groups that were seen in the ITT population as a whole were also present in 

both groups stratified by RVD. 

 The minimal lumen diameter, the graph on the left, and the acute gain, the graph on 

the right, were smaller in the BVS-treated vessels versus XIENCE in vessels with an RVD 

greater than or equal to 2.25 mm and in vessels with an RVD less than 2.25 mm. 

 And the post-implantation percent diameter stenosis was larger in the BVS-treated 

vessels versus XIENCE in vessels with both an RVD greater than or equal to 2.25 mm and in 

the small vessel subgroup. 

 Here is the key clinical outcome measure of the post hoc small vessel analysis.  At 1 

year, in subjects with a QCA-assessed RVD of greater than or equal to 2.25 mm, the graph 

on the left, the TLF rate in the BVS group was 6.7% versus 5.5% for XIENCE, and an observed 

rate difference of 1.2% favoring XIENCE.  The TLF rates in subjects with undersized vessels, 

those with an RVD less than 2.25 mm, the graph on the right, were higher in both the BVS 

and the XIENCE groups (12.9% and 8.3%, respectively).  But notably, the observed rate 
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difference favoring XIENCE increased from 1.2% to 4.6%. 

 A similar pattern was seen for cardiac death and target vessel MI.  For cardiac death, 

in the left panel, the observed rate difference between the BVS and XIENCE groups doubled 

from 0.4% to 0.8%, favoring XIENCE, comparing subjects with the RVD greater than or equal 

to 2.25 mm versus the undersized group. 

 For target vessel MI, in the right panel, the observed rate difference increased 

tenfold from 0.54% (5.2% in BVS versus 4.6% in XIENCE) to 5.45% (10% in BVS and 4.5% in 

XIENCE) in subjects comparing the greater than 2.25 mm group to the small vessel group. 

 For scaffold and stent thrombosis, shown in the left panel, the observed rate 

difference also increased tenfold from 0.3% (0.85% in BVS versus 0.56% in XIENCE) to 3.12% 

(4.62% in BVS versus 1.5% in XIENCE) in subjects in the greater -- comparing the group with 

greater than 2.25 mm RVD versus the small vessel subgroup.  Interestingly, small vessel 

treatment was not associated with an increased rate difference of ischemia-driven TLR 

between BVS and XIENCE groups, the graph on the right. 

 The signal for increased cardiac event rates in small vessels was not unique to the 

ABSORB III trial.  Here are the 1-year TLF rates in the BVS subjects stratified by vessel size in 

the non-U.S. studies.  In all studies except ABSORB Japan, the observed TLF rates in subjects 

with a QCA-assessed RVD of less than 2.25 mm were higher compared to those with an RVD 

greater than or equal to 2.25 mm. 

 Patients with diabetes comprised an important subgroup at increased cardiovascular 

risk, and the event rates in diabetics are typically higher than non-diabetics in PCI studies.  

The following slides will present clinical outcomes in diabetics, focused on the association of 
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cardiac events with target vessel size. 

 First, looking at non-diabetics versus diabetics in the ABSORB III trial as a whole, 

although the 1-year TLF rates were higher in diabetics for both treatment groups, the graph 

on the right, versus non-diabetics, the graph on the left, there was no signal of an increased 

TLF rate difference between the BVS group and the XIENCE group in non-diabetics versus 

diabetics, a rate difference of 1.7% in non-diabetics and 1.6% in diabetics. 

 However, the impact of small target vessel treatment was particularly pronounced in 

subjects with diabetes mellitus.  At 1 year, in diabetic subjects with a QCA-assessed RVD of 

greater than or equal to 2.25 mm, as shown on the graph on the left, the TLF rate in the BVS 

group was 7.2% versus 7.5% for XIENCE, and an observed rate difference of 0.31% favoring 

the BVS group.  The TLF rates in the diabetic subjects with small vessels, the graph on the 

right, were higher in both BVS and XIENCE (23.9% and 15.6%, respectively), where the 

observed rate difference favoring XIENCE increased to 8.3%. 

 A similar pattern was seen for cardiac death and target vessel MI.  For cardiac death, 

in the left panel, the observed rate difference between BVS and XIENCE increased from 

0.31% to 1.14%, favoring XIENCE, comparing subjects with an RVD greater than or equal to 

2.25 mm versus less than 2.25 mm.  For target vessel MI, in the right panel, the observed 

rate difference increased substantially from -0.67% (6.2% in BVS versus 6.9% in XIENCE) to 

10.4% (19.3% in BVS and 8.9% in XIENCE) in subjects with an RVD greater than 2.25 mm 

compared to small vessel treatment. 

 For scaffold and stent thrombosis, shown in the left panel, the observed rate 

difference also increased substantially from 0.8% (1.3% in BVS versus 0.6% in XIENCE) to 
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6.14% (10.6% in BVS versus 4.4% in XIENCE) in subjects comparing the RVD greater than or 

equal to 2.25 mm compared to smaller vessels.  Small vessel treatments in subjects with 

diabetes was not associated with an increased ischemia-driven TLR rate difference between 

the BVS and the XIENCE group, as shown on the right.  In considering these data, one should 

note the relatively small sample size. 

 To address the safety signal associated with BVS use in small vessels, the Sponsor 

has proposed the following labeling language: 

 "Warning:  If quantitative imaging determines a vessel size less than 2.5 mm, do not 

implant Absorb.  Implantation of the device in vessels less than 2.5 mm may lead to an 

increased risk of adverse events such as myocardial infarction and scaffold thrombosis." 

 "Precaution:  In small vessels (visually assessed as less than or equal to 2.75 mm), 

on-line QCA or intravascular imaging is strongly recommended to accurately measure and 

confirm appropriate vessel sizing of greater than or equal to 2.5 mm." 

 An analysis of the use of quantitative imaging modalities in the BVS studies may be 

helpful when considering the adequacy of the precaution intended to address the selection 

of subjects with appropriately sized target vessels.  In ABSORB III, quantitative imaging 

consisting of IVUS, OCT, on-line QCA, or the use of an angiographic caliper was used in 

11.8% of BVS subjects and 11.4% of XIENCE subjects. 

 The question arises of whether the use of quantitative imaging of ABSORB III had an 

important impact in reducing the frequency of enrolling subjects with undersized vessels, 

that is, those with a QCA-assessed RVD of less than 2.25 mm.  Of the 156 BVS subjects in 

whom quantitative imaging was used, 24 (or 15.4%) had a QCA-assessed RVD of less than 
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2.25 mm, while 1,146 BVS subjects in whom quantitative imaging was not used, 211 (or 

18.4%) had a QCA-assessed RVD of less than 2.25 mm. 

 A generally similar pattern was found in the XIENCE group.  Of 78 XIENCE subjects in 

whom quantitative imaging was used, 11 (or 14.1%) had a QCA-assessed RVD of less than 

2.25 mm.  And of 595 XIENCE subjects in whom quantitative imaging was not used, 120 (or 

20.2%) had a QCA-assessed RVD of less than 2.2 mm. 

 Thus, the use of quantitative imaging appear to have only a modest impact on the 

enrollment of subjects with an RVD less than 2.25 mm in ABSORB III.  We don't know if the 

results would have been different if operators had been aware of the safety concerns of 

BVS use in small vessels. 

 This table shows the proportion of subjects with a QCA-assessed RVD less than 

2.25 mm in non-U.S. BVS studies.  The enrollment of subjects with small vessels in non-U.S. 

BVS studies was generally similar to what was observed in ABSORB III. 

 Another question concerns what role, if any, did the use of quantitative imaging 

have on the enrollment of subjects with undersized RVDs in the non-U.S. BVS studies?  In 

the ABSORB Cohort B study and the ABSORB Japan trial, the use of quantitative imaging was 

optional, and the proportion of subjects with a QCA-assessed RVD of less than 2.25 mm was 

17.5% in Cohort B and 14.5% in ABSORB Japan. 

 In the ABSORB EXTEND study and the ABSORB II trial, the use of quantitative imaging 

was required per protocol, and the proportion of subjects with small vessels was 15.5% in 

ABSORB EXTEND and 20.4% in the ABSORB II trial. 

 And here is the proportion of subjects with a pre-procedural RVD less than 2.25 mm 
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in ABSORB III, in which quantitative imaging was optional.  Therefore, there was no strong 

evidence that the use of quantitative imaging measurably reduced the enrollment of 

patients with undersized target vessels.  It is possible that operator awareness of the issues 

associated with BVS performance in small vessels may have changed their use of 

quantitative imaging at the time of the index procedure to reduce the frequency of BVS 

implantation in undersized target vessels. 

 Returning to the proposed precaution in the instructions for use which sets the 

threshold for recommending quantitative imaging when the visually assessed RVD is less 

than or equal to 2.75 mm, here is a scatter plot of the visually assessed RVDs versus QCA 

assessed from all the lesions in the ABSORB III trial. 

 The x-axis is the visually assessed RVD and the y-axis is the QCA-assessed RVD.  

There were 375 subjects with at least one small target vessel, that is, a QCA RVD of less 

than 2.25 mm.  And of these, 65 (or 17.3%) were visually assessed to be greater than 

2.75 mm in diameter.  This group is highlighted in yellow in the lower right-hand portion of 

the scatter plot.  The table on the right shows the proportion of subjects who operators 

thought had an RVD of at least 2.75 mm, who in fact had an undersized target vessel of less 

than 2.25 mm by QCA. 

 So with the threshold recommendation for quantitative imaging set at 2.75 mm, one 

might expect that about 17% of patients will have undersized vessels for BVS implantation. 

 Next, based on lessons learned from operators, the Sponsor has proposed the 

following precaution regarding BVS post-dilatation:  "Post-dilatation is strongly 

recommended for optimal scaffold apposition.  When performed, post-dilatation should be 
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at high pressure with a non-compliant balloon." 

 What are the data in support of this strong post-dilatation recommendation for 

patients being treated with a BVS?  In the ABSORB III trial, post-dilatation was with a non-

compliant balloon and was left up to the discretion of the operator.  In the ABSORB III BVS 

group, 62.8% of patients and 63.4% of lesions underwent post-dilatation following scaffold 

implantation. 

 The rate of BVS device success was similar whether or not post-dilatation with a non-

compliant balloon was performed (94.7% with post-dilatation versus 94.8% without post-

dilatation).  The clinical procedure success rate, which includes periprocedural cardiac 

events, was slightly lower when post-dilatation was performed (93.4% versus 96.5%).  Post-

dilatation did not appear to be associated with a consistent improvement in the 1-year 

rates of target lesion failure, cardiac death, target vessel MI, ischemia-driven TLR, and stent 

thrombosis. 

 So in thinking about the strong recommendation for BVS post-dilatation, there was 

no evidence of higher device or procedure success rates or improved 1-year clinical 

outcomes when post-dilatation was performed.  However, the following should be 

considered when interpreting these data.  This was a post hoc analysis in which subjects 

were not randomized to post-dilatation versus no post-dilatation.  And the reasons for post-

dilatation could have been based on lesion complexity or technical issues during the index 

procedure and thus might not truly reflect the effect of BVS post-dilatation. 

 So regarding the small vessel post hoc analysis and whether appropriately sized 

vessels can be selected for safe BVS use, nearly 20% of ABSORB III subjects had a target 
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vessel with a QCA-assessed RVD of less than 2.25 mm.  There was a clear signal for 

increased event rates when a BVS was placed in small vessels, and this signal was more 

pronounced in subjects with diabetes mellitus who also had small vessels. 

 To guide operators on selecting patients with appropriately sized vessels for BVS 

implantation, the Sponsor recommends that on-line QCA or intravascular imaging be used if 

the visually assessed RVD is believed to be less than or equal to 2.75 mm.  However, the 

rates of BVS implantation in vessels with a QCA-assessed RVD less than 2.25 mm were 

generally similar, irrespective of whether quantitative imaging modalities were used at the 

operator's discretion as per the ABSORB III, ABSORB Cohort B, and ABSORB Japan studies, or 

used per protocol as in ABSORB EXTEND and ABSORB II. 

 It should be noted that operators participating in these studies were not aware of 

the issues associated with BVS performance in small vessels as observed in ABSORB III at 

the time of the index procedure. 

 For optimal BVS implantation, the Sponsor recommends post-dilatation with a non-

compliant balloon.  In a post hoc analysis with important methodological limitations, BVS 

post-dilatation was not associated with higher device or procedure success rates or low 

1-year clinical outcomes. 

 In the next section of the presentation, I'll briefly review the Absorb BVS family of 

studies focused on the degree of value added to support BVS safety and effectiveness. 

 Here is a list of the non-U.S. and U.S. studies that have been submitted to FDA to 

support the PMA.  Of the non-U.S. studies, ABSORB Cohort B and ABSORB EXTEND are 

single-arm studies that enrolled 101 and 812 BVS subjects, respectively.  ABSORB II 
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randomized 335 subjects to the BVS and 166 to XIENCE.  The ABSORB Japan trial 

randomized 266 subjects to the BVS and 134 to XIENCE.  In the ABSORB III randomized trial, 

as we have discussed, we have 1,322 BVS and 686 XIENCE subjects. 

 This table shows the distribution of patients in the Absorb BVS family of studies with 

the latest clinical follow-up data available for review.  There are 2,821 BVS subjects with 

1-year data from all five studies, 1,235 BVS subjects with 2-year data from the ABSORB 

Cohort B, ABSORB EXTEND, and ABSORB II trials, 713 BVS subjects followed out to 3 years 

from ABSORB Cohort B and ABSORB EXTEND, and 100 BVS patients out to 4 and 5 years, all 

from ABSORB Cohort B. 

 Here are the target lesion failure rates at 1 and 2 years in the randomized trials.  At 

1 year there is a consistent signal of increased event rates in the BVS group versus XIENCE, 

with the event rate difference ranging from 0.4% in ABSORB Japan to 1.8% in ABSORB II.  Of 

note, the ABSORB II trial used a more conservative WHO definition of MI.  The only 2-year 

randomized data come from the ABSORB II trial.  The TLF rate from 1 to 2 years in the 

XIENCE group remains flat at 3% compared to a 2.2% increase in the BVS group from 4.8% 

to 7%. 

 These graphs show the observed rates of the components of the TLF endpoint and 

device thrombosis in the ABSORB II trial at 1 to 2 years.  In the BVS group, shown on the left 

panel, there was a modest increase in all events: 0.6% for cardiac death, 1% for target 

vessel MI, 1.5% for ischemia-driven TLR, and 0.6% for scaffold thrombosis.  There were no 

new events in the XIENCE group, shown in the right panel, between 1 and 2 years. 

 Here are the target lesion failure rates through the latest available follow-up for the 



111 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

111 

 
single-arm studies, ABSORB Cohort B and ABSORB EXTEND.  In Cohort B, there appears to 

be a leveling off of the TLF rate between 2 and 3 years and a modestly rising TLF rate 

through 3 years in ABSORB EXTEND.  In reviewing these data, one should recognize the 

small sample size in Cohort B and the lack of a control group for both studies to compare 

outcomes. 

 This slide shows the observed rates of the components of the TLF endpoint and 

device thrombosis in the ABSORB EXTEND study from 1 to 3 years.  There were no overt 

safety or effectiveness signals of concern through 3 years. 

 To summarize FDA's views on the Absorb BVS family of studies, the observed 1-year 

TLF rates in patients implanted with the BVS ranged from 4.2% in ABSORB Japan to 7.8% in 

ABSORB III.  Across the randomized trials, ABSORB III, ABSORB Japan, and ABSORB II, there 

is a consistent signal of an increased observed rate favoring XIENCE at 1 year, ranging from 

0.4% to 1.8%.  Two-year follow-up randomized data are limited to ABSORB II, which 

enrolled 335 BVS and 166 XIENCE subjects, which showed a modest 2.2% increase in TLF 

between 1 and 2 years in the BVS group and no events between 1 and 2 years in the XIENCE 

group. 

 Here is FDA's final takeaway clinical comments.  The BVS is a first-of-a kind, fully 

absorbable drug-eluting scaffold.  In the pivotal ABSORB III trial, the BVS met its 1-year TLF 

primary endpoint for non-inferiority versus the XIENCE stent.  In the ITT population, the 

observed differences in the 1-year rate was 1.7%, being the BVS rate greater than XIENCE, 

which increased to 1.9% and 2.1% in the as-treated and PTE populations, respectively. 

 In ABSORB III through 1-year, with regard to safety risks, the observed rates of 
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cardiac death and target vessel MI and scaffold or stent thrombosis were numerically higher 

in the BVS group.  The BVS group thrombosis rate was greater than twofold higher versus 

XIENCE. 

 With regard to effectiveness benefits, the observed rates of ischemia-driven TLR 

were similar between treatment groups.  There was no superiority signal of the BVS versus 

XIENCE for the 1-year rates of angina, all revascularization, or ischemia-driven TVR. 

 There was a clear signal for increased cardiac safety events when a BVS was placed 

in small vessels.  This signal was more pronounced in diabetic subjects.  The Sponsor has 

proposed to mitigate these risks in the postmarket setting via operator training and labeling 

precautions and warnings aimed to select patients with appropriately sized target vessels 

for BVS use and optimize deployment with BVS post-dilatation. 

 The Panel will be asked to address whether the concerns regarding vessel sizing for 

safe BVS use and the Sponsor's approaches intended to mitigate these safety risks should 

be addressed pre-approval or post-approval. 

 Finally, 1-year cardiac outcomes in BVS-treated subjects enrolled in the non-U.S. 

Absorb family of studies are generally consistent with ABSORB III.  There are no worrisome 

safety or effectiveness signals in the longer-term follow-up of BVS subjects, but data, 

particularly data from randomized trials, are limited. 

 Thank you very much for your attention.  I will now turn the podium over to  

Dr. Radoja to discuss post-approval study considerations. 

 DR. RADOJA:  Thank you, Dr. Farb. 

 Good morning.  My name is Nadezda Radoja, and I am the epidemiologist on the 
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review team.  I will talk about post-approval considerations. 

 Before we talk about post-approval studies, we need to clarify that discussion of a 

post-approval study prior to a formal recommendation on the approvability of this PMA 

should not be interpreted to mean that FDA is suggesting the Panel to find the device 

approvable. 

 The plan to conduct a post-approval study does not decrease the threshold of 

evidence required to find the device approvable. 

 And the premarket data submitted to the Agency and discussed today must stand on 

its own in demonstrating a reasonable assurance of safety and effectiveness in order for the 

device to be found approvable. 

 FDA issues conditions of approval to refine the benefit-risk profile of a device.  These 

conditions of approval fall into the following three general types of designs: 

· First, additional nonclinical or bench testing; 

· Second, extended follow-up of the premarket cohort; and 

· Third, new data collection from patients, addressing focused benefit-risk 

questions, either as a traditional discrete post-approval study or a 

comprehensive registry-based surveillance with shared responsibilities on the 

population receiving treatment with the device, using components of the 

National Medical Device Evaluation System. 

 The following are the issues identified by -- oh, sorry.  The following are the issues 

identified by the FDA review team from the premarket data that should be addressed if the 

device is approved. 
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 Because of the degradation profile of the BVS scaffold, it would be important to 

monitor the long-term performance of the BVS device, evaluating the TLF and its 

components and the scaffold thrombosis. 

 Based on the intended use and labeling instructions, it would be important to assess 

the ability of operators to accurately identify the size of coronary arteries for optimal BVS 

implantation. 

 The BVS performance in different subgroups will be important to evaluate.  

However, the review team has not identified any outstanding nonclinical concerns to 

address in postmarket. 

 The Sponsor has submitted a brief outline of their proposed post-approval study 

plan in the format presented on this slide.  The Sponsor proposes two concurrent 

approaches.  The first one is extended follow-up to assess the long-term performance of the 

BVS in the ABSORB III patients, and second is -- the second study is 2,000 to 3,000 newly 

enrolled patients from the BVS registry, to broaden the BVS population and physicians and 

to allow for analysis of potential low-frequency events.  Also, different imaging options may 

be assessed to evaluate the effectiveness of the labeling instructions and training program 

for proper selection of recommended artery sizes.  Duration of this follow-up will be 5 

years. 

 Overall, the proposed post-approval study plan provides a high-level overview but is 

lacking in detail.  FDA will continue working with the Sponsor to further develop conditions 

of approval.  For example, while extending follow-up of premarket cohorts is a common 

approach to obtain long-term data, the Sponsor will need to develop a detailed protocol 
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with all elements defined to address FDA's concerns regarding long-term outcomes. 

 As surveillance questions and specific hypotheses are developed, it is important to 

also consider experimental or surveillance paradigms appropriate to address the benefit-

risk questions.  Comprehensive registry-based surveillance using the approaches currently 

implemented in other device areas may be able to address these questions.  However, it 

may also be appropriate to address some questions using a more traditional discrete post-

approval study design. 

 The FDA review team would like the Panel to provide additional input to determine 

whether the Sponsor's proposal will address identified issues. 

 Thank you very much for your attention.  And I would like to invite Dr. Kenya 

Brothers to conclude what we discussed today. 

 DR. BROTHERS:  Thank you, Dr. Radoja. 

 I'll now summarize FDA's presentation on the Absorb GT1 BVS System.  The Sponsor 

conducted extensive nonclinical testing, and on review of these data, the FDA has no 

outstanding concerns related to either bench testing or animal testing. 

 In the ABSORB III clinical trial, the BVS demonstrated statistical non-inferiority to the 

XIENCE stent with respect to the primary endpoint of 1-year target lesion failure, although 

the rates of safety events were numerically higher in the BVS group as compared to the 

XIENCE group.  Notably, there was an increased incidence of safety events in small vessels 

that were less than 2.25 mm by QCA. 

 Finally, the BVS did not demonstrate statistical superiority to the XIENCE stent for 

any of the powered secondary endpoints. 
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 This concludes the FDA presentation.  I'd like to thank you all for your time and 

attention, and we look forward to the Panel's discussion. 

 DR. PAGE:  Thank you very much.  That was very clear and well presented.  I 

appreciate that. 

 I'd now like to offer the Panel the opportunity to ask questions of the FDA.  And 

again, we're primarily focusing on brief clarifying questions.  I will ask that we not try to ask 

the FDA to do a number of studies over the lunch break.  We really don't have that capacity, 

although we might ask the Sponsor to provide that, if the appropriate question arises. 

 Dr. Somberg. 

 DR. SOMBERG:  I had a question about the -- for the statistical reviewer, and my 

question is really a general one, and that is the selection of the non-inferiority margin.  

Could you go into that a little bit?  It says, in the Sponsor's briefing, this is based on a 

guidance, and there has been some discussion about the non-inferiority margin being a 

generous one and one might consider a narrower one.  And I was just wondering the FDA 

thoughts on that. 

 DR. ZHAO:  This is Audrey Zhao. 

 So for the presented justification from the Sponsor for the non-inferiority margin, it 

in general looks reasonable to FDA.  For the reference draft guidance regarding the non-

inferiority trial, that's primarily CDER and CBER guidance and primarily targeting the drug 

trials instead of device trials.  So for device trials, usually we have complicated surgical 

procedures involved, and therefore, the device trials are facing some special challenge.  And 

in the determination of a non-inferiority margin in a device trial, clinical input is very 
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important, and therefore, I would like to defer the question to our clinical reviewer, 

Dr. Farb. 

 DR. FARB:  Thank you.  Yeah, I'll be happy to provide some clinical background to the 

non-inferiority margin, which is often a negotiation and is essentially based on clinical 

judgment. 

 I think we agree that the 4.5% non-inferiority margin does preserve 50% of a 

treatment benefit of the drug-eluting stent versus a bare metal stent, and this was FDA's 

conclusion and judgment at the time, and it still holds today.  Others might have a different 

opinion about whether that margin was too generous versus bare metal stent or not, but 

we think it was based on fairly sound judgment. 

 I think, you know, the other way to look at this is where we are today with very good 

drug-eluting stents available, which was exhibited by the control used in this population.  

The next-generation drug-eluting stents have shown to be better than the first-generation 

drug-eluting stents with respect to their clinical performance in lab and also the longer-

term clinical outcomes in patients.  And so we need help from the Panel to really focus not 

so much on the non-inferiority margin, whether it was generous or not, though I think still 

that they met the non-inferiority margin, but the actual point estimates of the event rates 

and the primary endpoint and the components versus a very good-in-class drug-eluting 

stent, and whether this is acceptable non-inferiority, clinical non-inferiority to what is 

available for a permanent platform metallic drug-eluting stent. 

 DR. PAGE:  Dr. Lange.  And could I ask you to turn off your microphones unless you're 

speaking?  Thanks. 
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 DR. LANGE:  One of the issues will be whether post-dilatations are recommended 

routinely, and we saw the data from the Sponsor showing that post-dilatation in small 

vessels was beneficial.  But I didn't see the Sponsor present any data for post-dilatation in 

the larger vessels, which was two-thirds of the vessels.  So if they could prepare that and 

after lunch just show that to us, that would be helpful. 

 DR. PAGE:  So, Sponsor, I saw nodding heads.  Do you understand the question? 

 (Off microphone response.) 

 DR. PAGE:  Thank you.  Other questions or comments from the Panel? 

 Dr. Somberg. 

 DR. SOMBERG:  There also was an imbalance between the small vessels and the 

number of them used in the -- let me reverse that, the number of stents used in the small 

vessels, of XIENCE stents versus the Absorb.  What was that attributed to?  I believe that 

was in one of the slides you had presented. 

 DR. FARB:  Perhaps we could call up the slide.  I'm not sure I exactly understand the 

question that you're asking. 

 DR. SOMBERG:  There were more XIENCE stents used in small vessels, even though 

XIENCE -- it was 2:1, and 1 being XIENCE to 2 Absorb.  There were more stents used in the 

XIENCE that were small, so it seems to me there was an imbalance there, that the operator 

chose to use XIENCE over -- is that the implication that you were bringing forth? 

 DR. FARB:  Right.  And I think we might ask the expertise of some of the 

interventional cardiologists who have experience in sizing of vessels for metallic stents 

versus maybe a more challenging, less visible stent that might contribute to that imbalance.  
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But that might be a question that we could defer to the Sponsor for insight. 

 DR. PAGE:  Can you restate that again?  I'm not catching what you're saying. 

 DR. FARB:  So I was just trying -- I think I'm understanding Dr. Somberg's point about 

a relative imbalance within the small vessel subgroup of -- even accounting for the 2:1 

randomization, more XIENCE patients -- more patients were treated with the XIENCE stent 

in the small vessel group than the BVS, and that might be something that we could, you 

know, look into further.  I don't have an answer for you right off the top. 

 DR. PAGE:  I'm looking to the Sponsor.  Are you clear on what the question is? 

 (Off microphone response.) 

 DR. PAGE:  Dr. Simonton, come up just because the at-lunch questions I want to 

make sure we pin down. 

 DR. SIMONTON:  Sure.  So I just want to make sure I understand Dr. Somberg's 

question.  So are you referring to the data on this slide, where it shows the percentage of 

patients treated in very small vessels for XIENCE was 19.5% and for BVS, 18.4%?  So about a 

1% difference?  Is that the data you're referring to? 

 DR. SOMBERG:  Yes.  I was just pointing out -- this is part of it.  There was another 

slide, I thought, that was brought up as well, but I was just pointing out that there seems to 

be a bias going into the study of using XIENCE in smaller vessels, and I wondered if that was 

the point to the FDA.  I wasn't asking you guys to come up with any answer for that. 

 DR. SIMONTON:  Sure.  We don't think there's a bias because the randomization 

happened after pre-dilatation.  So the patient came in the lab, was consented.  Balloon 

pre-dilatation was done before randomization to make sure the vessel could be pre-dilated.  
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That's true in all pivotal DES trials.  Then the patient was randomized.  And so the patient 

would've gotten either BVS or XIENCE after randomization at that point, regardless of the 

vessel size. 

 DR. SOMBERG:  So you're saying it was happenstance? 

 DR. SIMONTON:  Yes. 

 DR. PAGE:  Thank you, Dr. Simonton. 

 While we're on the topic of the smaller vessels, could I have you put back up FDA 

Slide 136 and make sure that the Panel is clear on what this is showing?  Am I correct in the 

interpretation that this is showing that when an operator tries to estimate and estimates 

that the vessel is over 2.75, and point of fact, when quantitative analysis is performed, 17% 

of those vessels are under 2.25? 

 DR. FARB:  Pretty close.  The scatter graph is on a lesion basis.  And that is the case, 

the operators thought that the vessel was at least 2.75, and in fact it was, like you say, less 

than 2.25 by QCA on -- 17% on a patient basis.  So it is fairly consistent. 

 DR. PAGE:  And you mentioned also that that was in the setting of people being 

perhaps unaware of a greater concern.  Are you thinking this is more wishful thinking on the 

behalf of the operator?  Or how might we explain that?  Because I'll point out the line below 

that yellow line of a cutoff, a visual cutoff of 3 eliminates 97, 98% of the vessels that are in a 

range that there might be concern for. 

 DR. FARB:  Correct.  And this is specific to Absorb, to the ABSORB III data, and that 

you would eliminate more potentially small vessels by raising the threshold even higher 

than 2.75 mm as a visual cutoff.  I think what we see in trials is there is some, perhaps, 
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inclination to enroll patients, and that might affect how the distribution of patients with 

lesions that might be somewhat outside of the intended range.  I think Dr. Zhao has a 

comment. 

 DR. ZHAO:  So for the highlighted row, for the visual RVD higher than 2.75 mm, for 

the 17.3, how do we explain this?  In other word, that is, if we use a literal estimate of RVD 

equal to 2.75 mm as cutoff and you exclude all subjects with at least one target vessel with 

visually estimated RVD less or equal to 2.75, now approximately 17% of all subjects with at 

least one target vessel, with one small target vessel will still be included in the study.  And if 

we increase this bar from 2.75 mm to 3.0 mm, then only 2.4% of all subjects with at least 

one target vessel will still be included into the study. 

 DR. PAGE:  I'm going to defer to Dr. Connor, who has much greater statistical insight 

than I have.  But I'm just struck by the fact that there would be a tradeoff if one made a 

cutoff there, so that vessels that were clearly in the appropriate range would likewise 

potentially be omitted from consideration for the device. 

 So, Dr. Connor, why don't you help us understand this? 

 DR. CONNOR:  Okay, yeah.  And, Scott, tell me if I'm thinking about this right, here.  

So it feels like this conditional probability is backwards, meaning as you go from -- you 

know, there's more RVDs greater than 2.25 than greater than 3.0, yet our denominators 

here stayed the same.  So I think what you're thinking, because the visual RVD, correct me if 

I'm wrong, is easier to judge than the QCA one, so we have clinicians looking at the visual, 

and we want to make sure, by visual basis, that it's appropriately sized, right?  So we would 

expect the denominators here to be changing.  So I feel like this is a row versus a column 
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percent, is what we really care about. 

 DR. ZHAO:  So here the denominator is 375.  It's a total number of subjects with at 

least one small vessel enrolled into the study. 

 DR. CONNOR:  No, I understand.  But my question is if we think about who is the 

population with visual greater than 2.5, that's more than visual greater than 3.0. 

 Are you following me, Scott? 

 DR. ZUCKERMAN:  Okay, Dr. Connor, I'm following you.  And perhaps the Sponsor 

can present a redone analysis after lunch. 

 DR. CONNOR:  Okay. 

 DR. ZUCKERMAN:  We don't have that data. 

 DR. CONNOR:  Yeah.  And I was going to ask, in that redone analysis, before this even 

came up, if it's possible -- and my guess is the Sponsor already has this, with like a Bland-

Altman style plot versus presented this way. 

 UNIDENTIFIED SPEAKER:  Can you just clarify exactly what data you would like? 

 DR. CONNOR:  So basically, given that the visual RVD is greater than 3.0, what 

fraction are less than 2.25; given that visual RVD is less than 2.75, what fraction is less than 

2.25?  This is given that the QCA is less than 2.5, what fraction -- 

 UNIDENTIFIED SPEAKER:  But in the entire population? 

 DR. CONNOR:  Yes.  Because I think that's the more relevant thing.  Most doctors see 

the visual, and we want to know how often they get it wrong, and this is doing it backwards. 

 DR. PAGE:  And, Dr. Connor, if I may, likewise if this could be obtained, clearly if you 

required a visual of 4.0, you wouldn't have any 2.25s in the group, but you also wouldn't 
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have any candidates for the device. 

 (Laughter.) 

 DR. PAGE:  So it's a tradeoff, and I would love to see the -- I'm not sure whether 

you'd call it sensitivity or specificity or how you would make that tradeoff because clearly 

some people will get it wrong some.  But if we make it so stringent to avoid the smaller 

vessels, we would indeed exclude appropriate vessels. 

 DR. CONNOR:  Right.  And I think a Bland-Altman plot, especially if it had like a 

smoother on the difference, might really help tell us that. 

 DR. PAGE:  I'm seeing nods from the Sponsor, so we look forward to those data.  

Other questions or comments? 

 Dr. Brinker. 

 DR. BRINKER:  And just a short one on this slide.  It's my impression that this data, 

any way you look at it, is not for a new study.  It's for a guidance as to when a clinician 

should go to another form of imaging than the eyeball, to determine whether the vessel is 

small, i.e., less than 2.25 or not.  This is a clinical decision-making thing.  So I think that's 

how I would think the import of this is.  And my feeling would be, then how did you come 

about choosing 2.75 as the trigger, the visual trigger?  Why not 3.0 or something else? 

 DR. PAGE:  Are you asking FDA or the Sponsor?  Because I believe the Sponsor 

proposed the 2.75. 

 DR. BRINKER:  Yes. 

 DR. SIMONTON:  Sure, Dr. Brinker.  So the reason we picked 2.75 was to get a bit of a 

buffer because, as you know, in the clinical trial it was 2.5.  So the investigators in ABSORB 
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III thought they were treating vessels of 2.5 mm, and it turned out that 18% of them were 

actually very small, by QCA less than 2.25.  So the idea was to give about a quarter-

millimeter buffer so that any vessel that looked like it was close to 2.5, less than -- you 

know, 2.75 less than -- had in that lower range, the lower edge, then they would be strongly 

recommended to image to be sure the vessel is 2.5. 

 DR. BRINKER:  But looking at this slide now, you would see that a fair portion of the 

smaller -- using the 375 small vessels would've been included if the visual determination 

was above 2.75.  So my question again is do you think that the level of 2.75 is safe enough 

to say IVUS, those that appear 2.75 or less?  Or do you think it should be 3.0?  Would it 

make more sense to be 3.0?  And I understand that this is all predicated on the safety 

factor, and I also understand that you don't want to say every patient should be IVUS 

before this is done.  But I want to know, why not a different number? 

 DR. PAGE:  Dr. Brinker, if I may, that's a very important question that there is 

substantial discussion.  I might ask that we have that response and discussion after we've 

seen the follow-up data after lunch. 

 DR. SIMONTON:  That's fine.  I had just one additional point, if I can -- 

 DR. PAGE:  Sure. 

 DR. SIMONTON:  -- and I want to make, that this is 17% of patients who happen to 

have the vessel less than 2.25.  That 65 patients represents -- that's out of the overall trial 

of 2,000 patients.  So that's 3% of all patients that were treated in the trial.  Only 3% 

actually would've been missed of all the patients in the whole clinical trial by accepting -- 

you know, by using the 2.75.  So I think that's another perspective, but we can have a lot 
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more discussion on that. 

 DR. PAGE:  Great.  Other questions or comments?  I'm looking for the -- Dr. Vetrovec, 

go ahead. 

 DR. VETROVEC:  This is off this particular topic; is that okay? 

 DR. PAGE:  While we're on the topic, perhaps anybody from the interventional 

cardiologists who are in the Panel might comment on the availability of quantitative 

analysis in cath labs throughout the country and the frequency of use, because we've seen 

recommendations in terms of sizing.  But realistically, how often are people going to be 

wanting to eyeball this? 

 Dr. Laskey, were you going to comment? 

 DR. LASKEY:  So this goes where these conversations always go, that we are in no 

position to mandate, dictate, or state post-approval use of what we think is appropriate.  

Now, if you look across the country, the use of IVUS has continued to decline.  It was never 

very robust even in its heyday, and I find it interesting to be historically looking back, and 

what we're talking about is high-pressure inflations, which is now a 25-year-old model for 

optimal stent deployment in the era of Ticlid.  I go back to that era.  But how often is this 

done and it's not done?  It's less than 10% if you look, overall, in some surveys.  And it goes 

downhill for OCT there as well.  So this is an interesting theoretical discussion, but we -- 

while we might recommend the use of IVUS to optimally size the vessel and therefore the 

stent, it's just not going to happen, would be the judgment. 

 DR. PAGE:  Great, thank you.  And I look forward to a discussion of this topic after 

lunch. 
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 Dr. Vetrovec. 

 DR. VETROVEC:  Well, my comment is really going back to this issue of frequency -- 

 DR. PAGE:  We can take that slide down, please. 

 DR. VETROVEC:  -- of post-dilatation and because of this interaction that maybe 

more patients got post-dilated who had more calcium.  And then the other question is, is 

what kind of pressure was associated with post-dilatation?  It may not make any difference 

if one goes to 10 atmospheres.  It's only significant if one goes to 14 atmospheres. 

 So I would ask -- and I don't know what you have in your database that you can 

cross-reference, but what information you could give regarding not only the percentage of 

patients that got post-dilatation and how much -- what, if any, difference that made, but 

also indirect factors.  Additionally, whether the ones that got post-dilatation were more 

likely to have calcium, and if they had calcium, did that have less impact if one did it?  And 

likewise, the higher the pressure that was done, because I think this is much more 

complicated than yes or no post-dil. 

 DR. PAGE:  So, Dr. Vetrovec, if I may, you're asking the Sponsor to provide further 

insight into any differences as to the decision making regarding post-dilatation.  As the FDA 

pointed out, this is nonrandomized, and perhaps the procedure was performed on the more 

difficult lesions. 

 DR. VETROVEC:  Right.  And that's what I'm afraid of, and I think that could have 

influenced the outcome -- 

 DR. PAGE:  Right. 

 DR. VETROVEC:  -- if we just look at that one fact. 
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 DR. PAGE:  Right.  And my impression from the Sponsor was they have looked at 

that, and they will be able to respond after lunch.  Thank you. 

 Dr. Brinker. 

 DR. BRINKER:  This is one more chore for the Sponsor, I think.  On those patients who 

had target lesion failure and got revascularized, do you have the results of how they were 

revascularized and what was the ultimate outcome of that revascularization? 

 UNIDENTIFIED SPEAKER:  Yes, we do, and we'll show you that after lunch. 

 DR. PAGE:  So again, for the record, a question of the response when the lesion 

failure occurred and intervention was undertaken, the success and the methodology 

employed? 

 DR. BRINKER:  As well as the ultimate outcome, so far as they had follow-up. 

 DR. PAGE:  Great, and the ultimate outcome.  And I'm seeing nods from the Sponsor.  

Thank you. 

 Dr. Laskey. 

 DR. LASKEY:  A question probably more for Dr. Krucoff, but anybody can weigh in.  

There seems to be a bit of genetic drift in the industry going on in terms of how long DAPT 

is recommended.  We're drifting back from a year to 9 months to 6 months in some cases.  

Now, that's not guideline driven, but it's clinical use in the United States and probably 

elsewhere.  Are we not looking back or turning the clock back a little bit with this device and 

clearly a recommendation for at least a year again?  And how does that play into your 

conversation with the patient? 

 DR. STONE:  Thank you.  It's a very difficult and controversial question.  On one hand 
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we have trials like the DAPT trial, which is suggesting that you should have long-term 

therapy, perhaps forever, beyond dual antiplatelet therapy, because even with modern 

drug-eluting stents, there was a reduction in further stent thrombosis, even with XIENCE, 

with long-term dual antiplatelet therapy, although at a risk of increased bleeding.  We have 

other datasets, smaller randomized trials that suggest that you may be able to stop at 6 

months or even 3 months.  We're expecting professional societies to come out very soon 

with a new guidance.  The current guidance in the United States is still for 1 year of dual 

antiplatelet therapy, at least 1 year for all metallic drug-eluting stents. 

 As you heard from Dr. Simonton before, it's possible that with Absorb it may be safe 

to stop at 6 months because, again, OCT shows very high rates of lesional coverage, but 

that's just a surrogate.  We don't have any studies, and we're certainly not going to 

recommend that.  So right now we would recommend, according to label, exactly what was 

studied in all of these trials, which is 1 year of dual antiplatelet therapy, which is the exact 

same label for XIENCE and all other metallic drug-eluting stents right now.  And this will 

continue to evolve over the next several years. 

 DR. PAGE:  Thank you. 

 Dr. Patton, do you have a question for the FDA? 

 DR. PATTON:  It's actually for Dr. Stone.  Do you have insight into what happens 

when people use the stents off label and they do overlap them, since they're thicker? 

 DR. STONE:  It's a great question.  I don't know.  Again, we don't have -- we do have 

some overlap data within ABSORB III. 

 DR. PATTON:  Okay, yeah. 
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 DR. STONE:  So we can show you that after lunch, and that's probably the best 

dataset that exists so far.  So why not after lunch we'll get you that data and show you the 

outcomes of overlapped BVS. 

 DR. PAGE:  You're going to have a busy lunch break. 

 DR. STONE:  We are.  I think I'm not going to eat -- 

 DR. PAGE:  But we will add to the list of questions that we'll summarize before we do 

break for lunch. 

 DR. ZUCKERMAN:  Dr. Stone -- 

 DR. PAGE:  Dr. Zuckerman. 

 DR. ZUCKERMAN:  -- isn't overlapping a difficult technique with these stents?  And 

there have been specific recommendations made in Europe again, regarding the need to 

avoid cracking the stents at their distal tips with overlapping. 

 DR. STONE:  Well, it's really an issue -- the biggest issue with overlapping is to be 

overlapping appropriate distances, if you overlap at all.  Of course, the scaffold is invisible, 

and what you see is the marker, and the marker is 1 or 2 mm in from the end of the 

scaffold.  So we have very specific techniques that we show people as to how to, if you want 

to, abut them end to end or have 1 mm or 2 mm of overlap.  I'm personally not aware of 

issues of fracture at overlap sites as long as you don't go beyond that 0.5 mm 

recommendation of non-compliant balloon expansion. 

 DR. PAGE:  Thank you, Dr. Stone. 

 Does anybody on the Panel have any questions for the FDA, brief clarifying questions 

before we break for lunch? 
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 (No response.) 

 DR. PAGE:  I'm seeing none.  With that, we will break for lunch.  I remind the Panel 

not to discuss the matter at hand among ourselves or within anyone else.  And we will 

resume promptly at 1:00. 

 Thank you. 

 (Whereupon, at 11:56 a.m., a lunch recess was taken.) 
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A F T E R N O O N   S E S S I O N 

(1:00 p.m.) 

 DR. PAGE:  It's now 1 o'clock, and I'd like this Panel meeting to resume.  We'll 

proceed with the Open Public Hearing portion of the meeting.  Public attendees are given 

an opportunity to address the Panel, to present data, information, or views relevant to the 

meeting agenda. 

 Commander Culbreath will now read the Open Public Hearing disclosure process 

statement. 

 CDR CULBREATH:  Good afternoon. 

 Both the Food and Drug Administration and the public believe in a transparency 

process for information gathering to decision making.  To ensure such transparency at the 

Open Public Hearing section of the Advisory Committee meeting, FDA believes that it is 

important to understand the content of an individual's presentation.  For this reason, FDA 

encourages you, the Open Public Hearing speaker, at the beginning of your written or oral 

statement, to advise the Committee of any financial relationship that you may have with 

any company or groups that may be affected by the topic of this meeting.  For example, this 

financial information may include a company or a group payment of your travel, lodging, or 

other expenses in connection with your attendance at the meeting.  Likewise, FDA 

encourages you, at the beginning of your statement, to advise the Committee if you do not 

have any such financial relationship.  If you choose not to address this issue of financial 

relationship at the beginning of your statement, it will not preclude you from speaking. 

 FDA has received 10 requests to speak prior to the final day of publication in the 
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Federal Registration [sic].  Each speaker will be given 4 minutes to speak. 

 Dr. Page. 

 DR. PAGE:  Thank you, Commander Culbreath. 

 As was just stated, we have 4 minutes available.  I want to be fair to everyone.  At 

3 minutes you'll see a yellow light.  At 4 minutes a red light will go off, a beeper will go off, 

and I will have to cut you off.  So if you have a 5-minute talk with the best part at the end, 

we really want to hear the best part. 

 (Laughter.) 

 DR. PAGE:  So turn it into a 4-minute talk, please.  This is incredibly important to the 

process of Panel review, and we want to give everybody their fair time.  So we will ask 

everyone to stay on time. 

 Our first speaker is Mr. Mannie Everedge from Cincinnati, Ohio.  Please come to the 

microphone.  We ask that you speak clearly to allow the transcriptionist to provide an 

accurate transcription of the proceedings to this meeting.  I don't believe anyone but 

Speaker No. 8 has slides. 

 And we welcome you, Mr. Everedge. 

 MR. EVEREDGE:  Okay.  Hello, members of the Advisory Committee.  My name is 

Mannie Everedge.  I am from Cincinnati, Ohio.  I am 54 years old and truly honored to be 

here.  Abbott has paid for my travel expenses but not for my time. 

 My girlfriend and best friend, Vanessa, is here with me, and I am happy to have her 

support.  I admit that I am a little bit nervous.  This is the first time I have ever talked to a 

large group of people about having heart disease and about how blessed I feel to have 
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received the Absorb stent 3 years ago at the Christ Hospital Lindner Center in Cincinnati. 

 Now, just because I said I was nervous, it doesn't mean that I never speak out.  At my 

work as a custodian in the Cincinnati public school, they say I am outspoken.  Some people 

there call me a troublemaker, but that's not how I see it.  I just want to improve things.  So I 

am here today to speak out, but I promise not to cause any trouble. 

 It's been 3 years since I had my Absorb stent.  I feel great.  Not just because my heart 

is pumping well, I have no pain, but I feel great because I feel like I have a future.  You see, 

it's a big deal for me to feel like I actually have a future. 

 I grew up surrounded by family who have heart disease.  My mother died when she 

was 61 years old, of heart disease.  My Aunt Em, who is my mother's sister, died when she 

was just 50 years old, from heart disease.  Of the six of my mother's family, at least five of 

them had heart disease.  And now I, at 54 years old, have heart disease.  My aunt, my 

brother, and my cousin was not impressed when they learned about my heart disease.  It's 

not because they are cold people.  It's because they already have at least five or six metal 

stents apiece.  If you sit around and count them, there would be at least 30 or more metal 

stents across my family.  I guess you could call us the heavy metal family. 

 (Laughter.) 

 MR. EVEREDGE:  I was just 51 years old when I learned that I had to have a stent put 

in.  All I could think about was my daughter.  She was just finishing high school.  I was really 

afraid that I might not be around to support her and see her finish college and go out into 

the world and become who she is meant to be.  I said to myself, I have to beat this.  

Whatever I do, I have to beat this.  So here I am, 3 years later, and so far I am beating it.  
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My doctors say my heart is pumping well and the blood is flowing.  My blood pressure is 

under control, and I'm even right exercising and doing all my follow-up visits.  But even 

though I am doing the right things, I realize, with my family history, that I may need more 

stents or even surgery.  I do love my family, but I don't want to be part of their heavy metal 

club. 

 I feel good to be looking ahead to a healthy future.  But it's not just my own future; 

it's my daughter's future and the future of other Americans who may have heart disease.  

And if by participating in this study has given others in my family and throughout the United 

States the chance to have a healthier heart with a stent that would dissolve over time, then 

well, it was worth being a little nervous. 

 Thank you, Dr. Clark and Dr. Broderick, for the great care I received and giving me an 

opportunity to be part of this important research.  Please help give other Americans a 

better future by making Absorb stents available in the United States. 

 Thank you for allowing me to speak, and I hope I didn't cause you any trouble. 

 DR. PAGE:  Thank you very much, Mr. Everedge.  We appreciate your words. 

 (Applause.) 

 DR. PAGE:  Our next speaker is James C. Blankenship, President of the Society for 

Cardiovascular Angiography and Interventions. 

 Welcome, Dr. Blankenship. 

 DR. BLANKENSHIP:  Thank you, Mr. Chairman and Panel.  My name is Jim 

Blankenship, and I am a practicing interventional cardiologist at Geisinger Medical Center in 

Danville, Pennsylvania, where I'm also Director of Cardiology and Director of the Cath Lab.  
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I've done about 5,000 coronary interventions in my life, so I'm experienced with this.  But 

today I'm here speaking on behalf of the Society for Cardiovascular Angiography and 

Interventions, of which I'm the president this year.  And, in fact, they paid my travel 

expenses to get here.  I also have a potential conflict of interest in that I work at a center 

where we are doing ABSORB III and ABSORB IV.  I'm not the principal site investigator there, 

just enrolling.  But I have put about three of the stents in, which I guess makes me above 

average for implanters in ABSORB III, but I've not gotten any financial gain or benefit from 

participating in the trial. 

 I want to offer two perspectives, and one is the patient perspective and the other is 

the physician perspective. 

 From the patient's perspective, the benefits of these scaffolds include the traditional 

effects of minimizing quality of life, limiting angina, and also decreasing the need for 

subsequent cardiac procedures.  The additional properties of the scaffold, as we've heard 

about today, offer the benefit of the restoration of normal physiology and vessel motion.  

But they also have several other effects.  They make the vessel, as we have heard, a 

candidate for future bypass surgery, if that were to be necessary.  And it allows persons 

who would rather not have a permanent metal implant to not get a permanent implant. 

 And finally, one small point that hasn't been made yet today is that for coronary CT 

angiography, it's very difficult and inaccurate with a stent in there, and it makes it more 

accurate if you don't have that permanent metal stent and need subsequent CT coronary 

angiography. 

 We've heard that patients may have a preference for these things, but we haven't 
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heard any evidence, and I'd like to, with apologies to Professor Connor, offer some 

anecdotal evidence that's not statistically valid.  But I talked to a research coordinator who 

signed up about 150 patients or at least talked to 150 patients about participating in the 

trial.  Twenty of them declined, but none of them because of the bioabsorbable feature of 

the stent.  Of about 130 people who did agree to participate, the research coordinator says 

about three-quarters of them actually expressed a preference for getting this absorbable 

stent.  So that, while not definitive, does lend some support to the notion that patients 

might prefer it. 

 Now, I can be a very skeptical guy, so I went and asked the last 12 patients I put a 

stent into, I said, you got a metal stent, but if you had a choice, would you rather get an 

absorbable stent?  And out of those 12 people, 8 said yes, I would rather, if I had a choice, 

get the absorbable stent.  Three didn't care, and one liked the metal stent he got just fine.  

But there is some support for the notion that patients might prefer this. 

 From the physician perspective, we think that the availability of the scaffold is 

important, particularly for younger patients and for those who prefer not to have a 

permanent metal implant.  We recognize that it will require special preparation and special 

techniques, but we're confident that the interventional cardiologists can do that. 

 So, just to summarize, we recognize that this is being put in, over 200,000 stents in 

patients overseas.  We think the technology is critical to get to the United States.  If we 

don't get it now, then we're going to pass up the chance and delay getting even more 

efficacious second-generation scaffolds and competitive brands of scaffolds in the near 

future.  So we think that it's important to get this approved now. 
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 Thank you very much. 

 DR. PAGE:  Thank you, Dr. Blankenship. 

 (Applause.) 

 DR. PAGE:  Our next speaker is Mr. Gary Sumerix.  And I'm sorry if I'm making 

mistakes with people's names. 

 Welcome, sir. 

 MR. SUMERIX:  Good afternoon, members of the Advisory Committee.  My name is 

Gary Sumerix, and I'm from Grayling, Michigan.  Abbott has paid for my travel expenses but 

has not paid for my time. 

 I'm here today to share with you the experience with the Absorb stent, which I had 

implanted 2½ years ago.  I feel absolutely great.  My wife, Jennie, who is here today, and I 

have been married for 45 years.  She's the most understanding wife that you'll ever find.  

Know why?  Because she's had to share me for 44 of those years with a cardiac cath lab.  I 

spent 44 years as a cath lab technologist, 2 years at Spectrum Health in Grand Rapids and 

42 years at McLaren Northern Michigan Hospital in Petoskey, Michigan. 

 I was just 19 years old when I started back in 1969, and I loved my work.  We were 

making history in treating coronary artery disease.  My most memorable moments were 

hearing the great Mason Sones speak, and of course Andreas Gruentzig, who performed the 

first POBA, our shorthand for what is called plain old balloon angioplasty.  Without balloon 

angioplasty, there would be no bare metal stents.  Without those, there would be no drug-

eluting stents.  And today, without drug-eluting stents, there would be no Absorb 

bioresorbable stent. 
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 So over the years, I've assisted the doctors and nurses in thousands of cases, but I 

never actually thought that I would go from assisting in implanting stents to actually 

receiving one.  In the year before I retired, we began discussing an upcoming trial to study a 

new and more innovative approach to treating coronary artery disease, Abbott's fully 

dissolving heart stent.  Dr. Louis Cannon explained that one of the biggest advantages of 

using this type of stent is that the patient would no longer have metal or foreign substance 

in the artery after 3 years.  Also, the team explained that having coronary artery disease 

and receiving a stent raised the possibility of having coronary bypass grafts.  But because 

there was no residual metal, the Absorb stent would enhance the surgeon's ability to 

appropriately place the grafts in the native arteries. 

 How ironic, then, a year later I became a candidate for this technology.  And I 

thought that it would be advantageous for me to receive a dissolving stent, especially since 

I had seen so many metal stents that had over-healed.  Now, even though I couldn't assist, 

the procedure went beautifully.  My symptoms went away immediately.  I went home that 

night.  And while I continue to feel great physically, I feel even better knowing that there is 

no metal left behind in my body and thus nothing to inhibit the full healing of my vessel.  

It's important that a bioresorbable stent may preserve options for future intervention, 

which could be the case given my family history of heart disease. 

 A thank you to Dr. Harry Colfer and the heart team at Northern Michigan Hospital.  I 

didn't know just how good you were until I was actually a patient on the table.  So the circle 

is complete.  I worked shoulder to shoulder with the doctors and nurses who have safely 

and effectively treated patients with new technology, and today I am a patient who is 
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benefiting from this important advancement.  So looking at both sides, that of assisting and 

being successfully treated as a patient, I really appreciate just how important it is to keep 

finding new ways to treat heart disease. 

 Finally, this treatment has enabled me to live a wonderful life.  I can be more active 

in my ministry as one of Jehovah's Witnesses, and I have the energy to be a great 

grandfather, even though I don't look like one.  And I hope you agree with that. 

 (Laughter.) 

 MR. SUMERIX:  I urge you to make the bioresorbable stent available to patients in 

the United States so that they can benefit from this amazing new technology. 

 Thank you. 

 DR. PAGE:  Thank you very much, Mr. Sumerix. 

 (Applause.) 

 DR. PAGE:  Our next speaker is Ms. Phyllis Camp from Tupelo Home Training in 

Tupelo, Mississippi. 

 Welcome, Ms. Camp. 

 MS. CAMP:  Good afternoon, members of the Committee.  My name is Phyllis Camp.  

Abbott has paid for my travel expenses but not for my time. 

 In case you couldn't tell by my accent, I'm a native of northern Mississippi, as is my 

husband, Ted, who is by my side today.  We've been married 36 years.  As someone who 

has five metal stents himself, Ted encouraged me to come and tell you my story.  And well, 

as you might already know, we southerners love to tell a good story, especially if we know it 

will help others.  So sit a spell and let me tell you mine.  I have been a licensed clinical social 



140 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

140 

 
worker for more than 35 years, and today I work in a dialysis center helping patients cope 

with their disease.  I am 64 years old, and I am proud to be the first person in the United 

States to have received the Absorb bioresorbable stent.  It's been almost 4 years now, and I 

am feeling great. 

 I remember, in 2012, when I went to the doctor with some pain.  When I told him I 

couldn't tell if it was gastric or heart pain, he sent me for a stress test.  I failed that test and 

was told I had blockage.  Literally, my heart sank because this was not my first experience 

with heart disease.  Two years earlier, in 2010, I began experiencing what I thought were 

gastric problems that quickly turned into extreme pain, like a steel band tightening around 

my chest and crushing it.  Ted rushed me to the ER, and I received two metal stents.  I was 

grateful to be alive, but I felt damaged all the same. 

 The next time, in 2012, I was referred to Dr. Barry Bertolet, a wonderful, forward-

thinking interventional cardiologist.  As we discussed my treatment, he explained that I was 

a candidate for the new Absorb stent that had been studied and used successfully in 

Europe.  This type of stent would dissolve and be absorbed, leaving no metal in my body.  

He went on to explain that if I needed heart surgery in the future, there would be no metal 

for a surgeon to work around.  After weighing the risks and benefits of being in this trial, 

Ted and I agreed that I would take the big step and become the first person in the United 

States to receive the Absorb stent. 

 People said that I was brave to be part of this research.  But what they didn't know 

was I grew up on a farm, the daughter of very hard-working parents.  Every day I went out 

into our pasture to scare off a 2,000-pound bull so that I could bring in our 60 cows to be 
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milked.  And during the turbulent change in society that was Mississippi in the '50s and '60s, 

my momma and daddy stood tall, helping people of all races, religions, and creeds at great 

personal risk.  Most would call that brave, but my parents always said we're just doing what 

needs to be done.  I know they would be proud that I am doing what needs to be done to 

help other people gain access to this important treatment. 

 After I received the Absorb stent, I arrived home only to learn that my mother was 

dying.  I immediately planned to go to her bedside.  Ted was worried about my health 

because I had not recovered that quickly from the first stent procedure years before.  But 

this time around, I could tell the difference.  I felt better and stronger.  And the very next 

day after my Absorb procedure, I was able to go to my mother's side and was with her in 

her final hours. 

 In closing, I respectfully ask this Committee not to be brave but to do what needs to 

be done to make it possible for others to have access to the Absorb stent.  This treatment 

must be available to others, especially for those who are receiving their first stent and may 

ultimately need more.  Give patients in the United States the opportunity to have no metal 

in their bodies and pursue a more natural way to heal their hearts.  And as we say in the 

South, thank you kindly for letting me share my story today. 

 DR. PAGE:  Thank you very much, Mrs. Camp. 

 (Applause.) 

 DR. PAGE:  Our next speaker is Dr. Tommaso Gori, Professor, Translational Vascular 

Medicine, University Medical Center Mainz. 

 Welcome, Dr. Gori. 
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 DR. GORI:  Mr. Chairman, members, thank you very much for allowing me to be here 

from Germany.  Actually, also from Italy.  My name is Tommaso Gori.  I'm Director of the 

Cardiac Cath Lab in Mainz, in the University Medical Center of Mainz.  And I'm also one of 

the largest and surely most enthusiastic implanters of Absorb worldwide, probably after  

Dr. Seth here behind me, with about 1,500 scaffolds implanted since May 2012 in our 

center. 

 For disclosure, Abbott paid my way here.  I'm not receiving compensation for my 

time.  I receive grant support from several different industries and drug companies.  And I'm 

also the principal investigator of the MICAT trial, which is the MICAT, not the MYCOT trial, 

which has been presented this morning in a couple of slides. 

 By formation or by training, I'm a physiologist or actually a pathophysiologist.  And 

besides the fact I really enjoy having a practical job where hands are necessary, I am also 

fully aware of the fact that coronary artery disease is not a mechanical disease.  It's actually 

a biological disease, and the idea that you can treat it by just implanting a permanent 

metallic device, a foreign body, is very, very simplistic to me. 

 As a corollary to that, phenomena such as or processes such as plaque rupture or 

tissue factor exposure, intracoronary thrombosis, those are just biological phenomena 

whose healing needs time, probably pharmacological therapies, but surely whose healing 

doesn't really need a foreign body that is made of metal, which is biologically not 

compatible, which has the risk of actually perpetuating the very cause of the plaque 

rupture, which is inflammation. 

 In our center, after I have implanted about 500 patients or scaffolds, which was the 
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beginning of 2014, we became aware of the potential problems associated with an 

implantation technique that did not respect the mechanical properties of scaffolds.  We 

addressed this problem because those complications are serious.  You've been talking 

about it. 

 And actually, we came out with some criteria for the implantation, and you got some 

questions this morning.  I could show you hours of slides.  And we actually came out with 

really defined criteria, below which are thresholds which have to be respected.  Otherwise, 

the risk of thrombosis increases exponentially.  And this is really not a linear increase; it's an 

exponential increase.  And that means that those criteria can be taught to anyone in the 

States or elsewhere in the world.  And when they're respected, the risk of thrombosis goes 

basically to zero or to the same level as drug-eluting stents. 

 Now, in summary, there are things that I've learned from Absorbs, and there are 

things that I've learned about Absorbs.  From Absorbs I've learned to be a better 

interventionalist, I believe.  And I say it honestly.  I've learned what thresholds are, that 

those thresholds need to be respected.  And I've moved to this -- with this experience also 

to my DES practice.  From Absorb I've learned that those devices are safe, that they have a 

biological rationale, which metal stents don't have. 

 And actually at this point I should tell you that I believe that BVS will be the 

workhorses in the next years.  I've seen in Mainz, in my clinic, I've seen results of long-term 

follow-up of patients who have received Absorbs, and I can really tell you that Absorbs are 

actually the workhorse in our clinic, as long as those thresholds and criteria are respected at 

the time of the implantation. 
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 So thank you very much. 

 DR. PAGE:  Thank you very much, Dr. Gori. 

 (Applause.) 

 DR. PAGE:  Our next speaker is Dr. Ashok Seth from Fortis Escorts Heart Institute. 

 Welcome, sir. 

 DR. SETH:  Good afternoon, Chairman, Panel members.  My name is Dr. Ashok Seth, 

and I'm the Chairman and chief cardiologist at the Fortis Escorts Heart Institute in New 

Delhi, India.  I've been practicing interventional cardiology for the last 30 years and 

performed more than 18,000 coronary interventions.  I've served as a principal investigator 

for the ABSORB EXTEND study in India and also as an international co-PI for the ABSORB IV 

study.  For disclosure, I'm an advisor to Abbott Vascular.  Abbott Vascular has compensated 

me for the travel today but not for my time. 

 I first implanted Absorb scaffold in 2010 as a part of the ABSORB EXTEND study.  I 

presented the Indian arm of ABSORB EXTEND to the Indian FDA in August of 2012, and that 

led to its approval in December of 2012 in India.  I've personally been involved in treating 

more than 1,000 patients with 1,500 scaffolds.  I'm here to present to you my genuine 

perspective through my large experience of the use of Absorb in real-world intervention 

practice. 

 I'm convinced and confident that Absorb is a safe and effective device for complex 

coronary lesions in my real-world practice.  There's no doubt that every new device that 

we've had, it requires proper technique of implantation, and it has a learning curve, which 

is not very difficult.  The optimal technique, you've heard, involves adequate pre-dilatation 
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of the lesion.  It involves high-pressure post-dilatation of the lesion with non-compliant 

balloons.  These basic principles of optimal implantation are those we learned 20 years ago 

with the first-generation metallic stents and should ideally be applied to all drug-eluting 

stents.  By using these optimal implantation techniques, the results in my clinical real-world 

practice mimic the best-in-class metallic drug-eluting stents.  What's 5 minutes more when I 

could give benefit to my patients for a lifetime? 

 In all fairness, in my opinion, the ABSORB III was a trial that compared suboptimal 

implantation of the first-generation bioresorbable scaffold by Absorb naive operators 

versus optimal implantation of a latest-generation thin-strut drug-eluting stent by XIENCE 

experienced operators.  And despite this, the results of Absorb were comparable to the 

best-in-class drug-eluting stents.  In fact, I felt that Absorb did actually great. 

 I've often wondered that if sutures are removed after a cut has healed and a plaster 

is removed after the fracture has healed, then how come we accept these potentially 

dangerous metallic implants to stay forever in our arteries when the arteries have healed? 

 While the physiological and anatomical benefits of the temporary resorbable 

implants are scientifically logical and have been discussed and emphasized, equally 

important is the psychological advantage, that many of my patients experienced a 

confidence in knowing that they do not have any foreign body for the rest of their lives in 

the arteries.  They often come to me and say we want the stent which disappears, and I see 

no reason at all as to why I should not offer them this benefit.  In my evidence-based 

interventional practice, the real test of conviction and ethics for me is to do to my patients 

what I would do to myself.  Thus, if I needed coronary intervention, I would clearly, 
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unambiguously state that I would actually have Absorb into me.  Why would I actually have 

multiple pieces of metal stuffed into my arteries or crushed into my arteries, altering them 

into an unpredictable fight for the rest of my life, when I could have the option of a 

resorbable temporary scaffold which has the potential to restore my arteries to the natural 

state?  It's like turning the clock back in time.  I would undoubtedly have an Absorb in me, 

and I'm thankful that I have this option in my country. 

 I believe this is the time that Absorb and its important benefits of vascular 

restoration therapy become an important option of patients in the United States of America 

as well.  Thank you very much for your attention. 

 DR. PAGE:  Thank you, Dr. Seth. 

 (Applause.) 

 DR. PAGE:  Our next speaker -- is Dr. Patrick Serruys here?  Welcome, sir.  He's from 

the International Centre for Circulatory Health, Imperial College London. 

 DR. SERRUYS:  Good afternoon.  I am indeed Patrick Serruys, Professor of Cardiology 

at the International Centre of Circulatory Health, National Heart and Lung Institute, Imperial 

College in London, UK.  I've been studying bioresorbable scaffolds since the '90s, and I'm 

the international PI of ABSORB Cohort A and B, ABSORB II, TROFI, all studying the Absorb 

device.  Today, Abbott compensated me for the travel costs but not for my time. 

 In September 1986, 30 years ago, I implanted our first metallic stent in a patient in 

Rotterdam.  We performed, after implantation, angioscopy, and I must say that I was 

literally shocked to see a metallic structure inside the delicate coronary artery.  Since then, I 

have had the dream of implanting something that would disappear over time, and that's the 
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reason why I have devoted the last decade of my career to advance the science of BRS 

therapy. 

 I would quickly illustrate the key point of the new concept and why I believe in BRS 

therapy and Absorb.  In the early '90s, we developed a stent in a bio-stable polymer, 

described in CCI journal, and at the end of the decade, with Hideo Tamai, we implanted in 

seven patients the first fully biodegradable polylactide polymeric stent.  From 2006 and up 

to now, I had the privilege to work on the Absorb clinical program. 

 First, the device is bioresorbed.  Its mechanical integrity disappears within 6 months, 

and we see the return of vasomotion, endothelium dependent or independent.  This has a 

major implication for the patients, since coronary arteries vasodilate during exercise.  The 

resorption of the device allows for the return of cyclic strain.  I mean by that, that the vessel 

expands and recoils during systole and diastole more than 110,000 times a day, which is a 

major impact on the metabolism of the vessel.  The absence of metallic cage allows the 

normalization of endothelial sheer stress, resulting ultimately in the extremely smooth 

surface of the new endothelium lining. 

 Since the polymer is not a radiopaque structure, noninvasive imaging with multi-slice 

CT scan has a real potential for noninvasive assessment of all patients, and it's a way to 

evaluate, at follow-up, the patency of scaffold segment as well as to assess fractional flow 

reserve derived from multi-slice CT scan.  Multi-slice CT scan is both cost effective 

compared to diagnostic angiography, and more importantly, there is also a benefit to 

patients who do not want to have another invasion. 

 The ABSORB Cohort B five follow-up -- 5-year follow-up, recently published in JACC, 
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emphasized the potential for late lumen enlargement with remodeling of the external 

elastic membrane with evidence of plaque regression, and a late large lumen leads to less 

long-term events for the patient. 

 Finally, the concept of recapping calcified plaque and vulnerable plaque, in Cohort B, 

the neointima form a strong and robust cap on top of the underlying plaque.  First glimpse 

into the clinical outcome at 5 years seems favorable when compared to the metallic drug-

eluting stent, with the potential to avoid long-term adverse events. 

 In summary, we have coined the term "golden tube," based on the appearance of 

OCT, describing a vessel with a strong homogeneous light reflectivity on OCT, which  

Dr. Simonton presented today. 

 I think it's clear that this technology should come in our armamentarium.  And as 

physicians, we all strive to innovate to provide the best treatment for our patients.  This is 

an opportunity for the U.S. to participate in the development of this new revolution. 

 Thank you. 

 DR. PAGE:  Thank you, sir. 

 (Applause.) 

 DR. PAGE:  Our next speaker is Dr. Ron Waksman with MedStar here in Washington. 

Welcome.  I understand you have some slides, sir, and we'll get those set up for you. 

 DR. WAKSMAN:  Thank you.  To save the time, maybe I should start.  Distinguished 

Panel members, representatives of the FDA, patients, physicians, scientists, and respected 

audience, my name is Ron Waksman, and I am an interventional cardiologist and Associate 

Director of the Division of Cardiology at MedStar Washington Hospital Center, and the 
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Director of Cardiovascular Research Network at MedStar Heart and Vascular Institute.  I am 

a paid consultant to the Sponsor and other companies in the field who develop 

biodegradable scaffold.  And I've been working with this nearly a decade in terms of the 

development of different scaffolds. 

 On November 2015, I published an editorial entitled "Why Bioresorbable Vascular 

Scaffold Should Be Approved for Marketing in the United States," in the Journal of 

Cardiovascular Revascularization Medicine.  Today I would like to share with you some of 

my thoughts in this public forum. 

 In my experience over the years in interventional cardiology, the two most common 

questions asked by patients with regards to stents are what happens to the stent over time, 

does it get rusty?  And is there any way to avoid having a permanent implant?  The desire to 

eliminate a permanent metallic prosthetic in the coronary arteries was always expressed by 

the patients. 

 From the physician perspective, we do have concern about the hazard of 2% per year 

events, even with the best drug-eluting stents available right now in the market.  This has 

been attributed to chronic inflammation and to potentially neoatherosclerosis, stent 

fractures.  And the feeling is that the stents should be gone once they do the job. 

 This slide maybe illustrates an excessive unrealistic situation where a patient gets 67 

stents, but this is what we're trying to avoid with biodegradable scaffolds. 

 And why Absorb should be approved today for marketing in the U.S.  Well, number 

one, the Absorb demonstrated reasonable efficacy and safety profiles across randomized 

clinical trials and globally in over 125,000 patients in more than 100 countries.  As the 
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Sponsor has shown today, in very small vessel analyses, when Absorb is used in 

appropriately sized vessels, the outcomes are even better.  The scientific rationale for an 

advantage over time of the device is completely -- when the device is completely gone 

remains, but it may take 4 to 5 years to prove it.  And it should be a missed opportunity if 

U.S. patients do not get access to promising technology as the option of permanent metallic 

implants. 

 If approved, the BRS technology will get a strong boost to continue to develop 

second-generation BRS, which carries the potential for lower-profile devices.  Perhaps we 

can improve long-term safety.  If not approved, this may hamper the continuation of the 

development of this intriguing technology, and it's going to be a missed opportunity for the 

field of interventional cardiology. 

 I'd like to share with you about a case that I had recently when I engaged a 50-year-

old male who presented with angina and was a candidate to enroll into the ABSORB IV 

study.  The discussion prior to the -- was prior to publication of the ABSORB III trials, and 

the talking points were including the advantages of the device versus potential risk, maybe 

slightly more risk compared to the current available drug-eluting stents.  The patient opted 

to enroll into the study.  He was willing to take the small risk in return for getting rid of the 

stent over time. 

 Shortly, you will discuss and vote on the benefit-risk profile for the device.  I plead 

that you will recommend on the approval of the device for marketing in the U.S.  It is the 

desire of the U.S. patients and the U.S. physicians to have the availability of the device on 

the shelf, so it would be left to the patient and the physician to decide whether the device 
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should be used clinically, as long as there is a full disclosure of the totality of the data and 

risk-benefit ratio and postmarketing studies. 

 To finish, this is an example of not intended, but a situation that you have to implant 

multiple stents and ending with a full metal jacket.  But you can end also with these results 

if you do biodegradable scaffolds.  This is a study from Macaya from Spain that shows nice 

results. 

 So I'd like to thank you for attention and considering my plea to approve Absorb for 

use in the U.S.  Thank you very much. 

 DR. PAGE:  Thank you, Dr. Waksman. 

 (Applause.) 

 DR. PAGE:  Our next speaker is Dr. David Rizik, Chief Scientific Officer, Director of 

Structural and Coronary Interventions, HonorHealth.  I don't know where that it is.  Maybe 

you can inform us. 

 Welcome, sir. 

 DR. RIZIK:  Good morning.  My name is David Rizik from Scottsdale, Arizona.  I have 

for 30 years practiced and implanted thousands of coronary stents.  I'm the principal 

investigator for the now-published ABSORB III PK sub-study, and I have been reimbursed for 

my travel alone. 

 It would not be hyperbole to say that advances in cardiovascular care over the past 

three decades have been characterized by one quantum leap after another in medical 

therapy, coronary intervention, and now more recently, structural heart disease 

management.  In coronary intervention, we strive to achieve results manifested by 
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symptom relief and durable safety.  Currently approved metal DES appear to be the best 

options to achieve these goals.  However, as you've heard, current best-in-class metal DES 

also carry durable hazard, specifically a 2% per year accrual of new events and the 

tenacious inability to recover physiologic vasomotor reactivity. 

 While we have devices to open restenotic vessels, this procedure necessarily leads to 

the deployment of another metal stent within the original stent and loss of luminal 

diameter; that is, a stent appropriately and expertly deployed in another stent best-case 

scenario leaves a smaller and therefore more vulnerable lumen.  With recurrences of in-

stent restenosis, we will ultimately run out of percutaneous options, even in an era of 

aggressive pharmacologic therapy and lifestyle intervention.  Therefore, Absorb offers an 

elegant solution to this dilemma. 

 The Absorb stent offers benefits beyond what current therapy can deliver.  It 

achieves meaningful revascularization with the expectation of 1-year safety and efficacy 

outcomes non-inferior to best-in-class metal DES in appropriately chosen patients.  And 

beyond what metal DES provides, Absorb potentially allows for restoration of vasomotor 

activity of the vessel, the natural ability for the vessel to auto-regulate its flow.  And this is a 

function inexorably forfeited when a metal cage permanently constrains the vessel. 

 Over the past three decades, advances in interventional cardiology have given us 

better options for our patients.  In 1994, bare metal stents were proven to be better than 

balloon angioplasty; 2003, DES better than bare metal stents.  And now in 2016, it is critical 

that our patients are offered this revolutionary technology with the promise of restored 

vessel patency and natural function. 
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 Our patients today are more educated and involved in their care than they were 

three decades ago.  They ask questions about their treatment options, specifically whether 

revolutionary therapies carry greater promise.  They don't just ask if a stent is appropriate 

for them.  They ask if a specific stent is appropriate.  They just don't assume their outcome 

to be good.  They want to understand how likely their therapy is to fail, and they expect to 

know how that situation will be remedied if it arises.  They want to know if stent failure will 

preclude subsequent bypass surgery in the event of stent restenosis. 

 With each advance in stent technology, we provide better patient outcomes with 

regard to function and longevity.  I believe what you're heard today is convincing and the 

evidence is clear.  Absorb represents the next quantum leap in antiproliferative technology. 

 Thank you for your consideration. 

 DR. PAGE:  Thank you very much, Dr. Rizik. 

 (Applause.) 

 DR. PAGE:  Our last speaker is Dr. Alex Abizaid from Institute Dante Pazzanese of 

Cardiology. 

 Welcome, sir. 

 DR. ABIZAID:  Thank you so much.  My institution receives research grants to conduct 

any study in Brazil, but I don't have any personal conflict of interest.  I paid for my own 

expenses.  Maybe I was silly coming all the way from Brazil. 

 (Laughter.) 

 DR. ABIZAID:  My task in Brazil is to direct the cath lab at Dante Pazzanese Institute 

in Sao Paulo, Brazil.  I'm currently the President for the scientific committee of the Brazilian 
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Society of Cardiology, but I also have a U.S. life, being a visiting Professor of Medicine at 

Columbia University, New York, where I helped to organize TCT for the past 18 years.  

Therefore, I'm involved with physician education in both Brazil and U.S. 

 This is the second opportunity that I have to speak in front of this distinguished 

Panel, since my first opportunity was to present data on the very first-in-man study that we 

conducted in Brazil for a drug-eluting stent that was the first one that was approved in the 

U.S., the sirolimus-eluting stent that we performed together with Professor Serruys in 

Rotterdam. 

 Since then, I've been involved with research, many research protocols, and most 

recently I served -- I was privileged to serve as the PI for the ABSORB EXTEND registry, 

which was a prospective, international, multicenter postmarketing study performed outside 

U.S.  You heard the main results summarized by Gregg Stone, but I can assure you that 

safety and efficacy was well documented in this study, both early on and at long-term 

3-year follow-up.  But most importantly, this study really helped us to understand and to 

learn on how to optimize this technology. 

 This was essentially one of the first studies that were performed internationally, and 

I think that based on all this learning, and I felt really confident and started to incorporate 

Absorb into my clinical practice in Brazil, and in following these basic rules, I really can 

assure you that there was a clinical impact with very low rates of SAT levels in 1% and low 

rates of also target lesion revascularization in close to 500 patients that I personally treated 

in Brazil. 

 But also this new technology allows me to interact more with my patients to discuss 
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with him the options.  Remember, we didn't have many options in the past.  And I think this 

was a great experience for me.  And then I was also very impressed to see their reaction, 

particularly those young patients that really are not very happy to have a permanent 

implant in their hearts.  We also understand that BVS is not quite the same as a metallic 

stent, and if we respect those limits, I think that we can be very impactful in terms of 

clinical results. 

 Finally, I have to confess and I have to say that being very fortunate to be exposed to 

so many new cardiovascular therapies in Brazil, doing so many first-in-man in a very 

systematic and methodical way, that in these past 15 years I haven't seen anything more 

promising than bioabsorbable scaffold.  And I truly believe that the combination of this first -

generation BVS with very futuristic and very promising technology that I'm testing in Brazil 

and many other geographies, I think that this can be transformational.  I really believe that 

this can revolutionize the treatment of coronary disease. 

 And I will finish with a quote from my mentor, Professor Sosa, who really was the 

person that deployed the very first stent, Palmaz-Schatz stent, in a human being and the 

very first drug-eluting stent in a human being, that he always tells me, Alex, the greatest 

risk of all is to take no risk. 

 Thank you so much. 

 DR. PAGE:  Thank you very much. 

 (Applause.) 

 DR. PAGE:  The open public comment portion remains open.  Is there anyone else 

who wishes to address the Panel?  You will have 3 minutes if you do wish to address us. 
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 (No response.) 

 DR. PAGE:  I'm not seeing anyone.  Does anyone on the Panel have any questions for 

any of the presenters we've heard in the last hour or so? 

 (No response.) 

 DR. PAGE:  Seeing none, I want to thank the speakers.  Four traveled internationally.  

It's especially meaningful to hear from patients, so we appreciate your words.  I'm now 

going to pronounce the Open Public Hearing to be officially closed, and we'll proceed with 

today's agenda. 

 We're now going to begin with the Panel deliberations.  Through this portion, while 

we are open to public observers, public attendees may not participate except at the specific 

request of the Panel Chair.  In addition, we request that all persons who are asked to speak 

identify themselves each time.  This helps the transcriptionist identify the speakers.  During 

the next hour or so, we will open up the floor to questions for both the Sponsor and the 

FDA. 

 Now, we gave the Sponsor a little bit of work to do over lunch.  Are you now 

prepared to respond to the Panel's questions that were posed this morning? 

 Welcome, Dr. Stone. 

 DR. STONE:  Thank you.  We have 95% of everything, and they're working on the last 

data cut and slide now.  And so perhaps that will even be up before we're done.  So what 

we tried to do is, there were like nine separate questions.  Some of them overlap, so we 

grouped them into seven real sections. 

 So the first question was could we show you the data on how many 2.5, 3.0, 3.5 mm 
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stents and scaffolds were used?  That came from Dr. Lange.  So we can show you that.  So 

here you can see, in Absorb, if you recall, there were only 2.5, 3.0, and 3.5 mm devices 

available.  In the XIENCE group, there were actually a wider range of the matrix, both in 

terms of diameters and lengths.  So that actually was one advantage XIENCE had compared 

to Absorb. 

 Nonetheless, if you look at the Absorb group, you can see that approximately 24% of 

the implanted devices -- this is as-treated, so these are the actual implants.  Twenty-four 

percent of the implanted devices were 2.5 mm scaffolds, 39.4% were 3.0 mm scaffolds, and 

36.6 were 3.5 mm scaffolds.  And this was roughly similar to what you saw on the XIENCE 

side, when you take into account that XIENCE could be a quarter millimeter more or less to 

more fine-tune and match the lesion diameters. 

 DR. PAGE:  Thank you. 

 DR. LANGE:  Thank you. 

 DR. STONE:  Thank you.  Dr. Lange also asked the question about ostial lesions and 

scaffold thrombosis, so I will bring up this slide.  Ostial lesions, both aortal ostial lesions, 

ostial LAD, and ostial circumflex lesions were an exclusion criteria.  So this is the QCA 

analysis, and fortunately, there were not many ostial lesions placed into the study.  You can 

see that there were only 17 ostial lesions in the Absorb arm and 5 ostial lesions in the 

XIENCE arm, so a very small percentage.  You can see here, it's less than 1% of lesions in 

both groups, and you can see that both in the Absorb arm and in the XIENCE arm, there 

were no scaffold thromboses in the ostial lesion-treated patients.  The Purcell paper did 

point out that that could be a concern, and the label will reflect that this device should not 
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be used to treat ostial lesions. 

 DR. PAGE:  Thank you. 

 DR. STONE:  Okay.  Then there were a series of questions about calcification, so let 

me show you the data on calcification.  So calcification, of course, can be visually assessed 

and then can be assessed by a core laboratory.  With both methods, it's actually somewhat 

of an art, more of an art than a science.  The trial excluded severe or heavily calcified 

lesions. 

 So the core laboratory assesses moderate or severe calcification as one group, and 

then there's mild or no calcification as another group.  We do have a specific core 

laboratory definition.  It's moderate if you see -- if the core lab sees calcification on one side 

of the vessel and you only see it principally when the vessel is moving, which makes it 

easier.  With severe calcification, you have to see it on both sides of the vessels and is 

present at every aspect of the cardiac cycle.  So we also know that the core laboratory will 

always get higher rates of calcification than operators. 

 So here you can see that, by core laboratory analysis, 21% of Absorb lesions had 

moderate calcification and 12% were severe.  With XIENCE, it was 19.9% and 12.1%.  So the 

distributions were almost the same.  So as was previously mentioned, approximately 33% of 

the lesions were moderately or severely calcified. 

 And this next slide shows the outcomes according to non-calcified and calcified 

lesions.  So here you see again target lesion failure and its three components and then 

scaffold or stent thrombosis.  The first three columns of data are the non-calcified lesions.  

The second three columns of data are the calcified lesions.  This is a subgroup.  So then you 
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see the interaction p-value.  So what you see is if you look at the primary endpoint of target 

lesion failure in non-calcified lesions, Absorb versus XIENCE, the relative risk was 1.32.  For 

calcified lesions, Absorb versus XIENCE, the relative risk was the same or slightly lower, 

1.20.  The interaction p-value is 0.80 essentially.  What you can see here for all the other 

endpoints is that there were no significant interactions between calcification versus non-

calcification, at least to the extent of the types of calcification that were placed into this 

vessel -- into this study. 

 DR. PAGE:  Dr. Brindis, I think you had questions about calcification.  Does this satisfy 

your question? 

 DR. BRINDIS:  Yeah, this is terrific.  How about the use of rotational atherectomy or 

directional atherectomy in the study? 

 DR. STONE:  I'm glad you asked me that question.  So according to the protocol, 

atherectomy was not allowed in the protocol.  And fortunately, as you can see from the 

bottom line, no patients had atherectomy in the study.  Cutting balloons and scoring 

balloons were allowed in the trial and were used in a small percentage of patients, roughly 

similar between Absorb and XIENCE. 

 DR. ZUCKERMAN:  Is the cutting balloon preferred in Europe, also, versus rotational 

atherectomy, Dr. Stone, for that type of lesion? 

 DR. STONE:  It depends on the severity of calcification.  When you have really, really 

heavy calcification, then atherectomy is required.  When you have moderate degrees of 

calcification, and there is an art here more than a science, then often a scoring or a cutting 

balloon will be adequate.  And that is, in general, a lower-risk approach to calcium. 
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 DR. PAGE:  Dr. Stone, can you put up that last slide again?  I thought that was going 

to be the first of two where you then told us what happened with them.  But let us look at 

that slide and then maybe just get the numbers. 

 DR. STONE:  Sure.  So it was about, you know, 4% to 5% of both Absorb or XIENCE 

had cutting or scoring balloons.  We didn't know that you wanted the outcomes according 

to that. 

 DR. PAGE:  We hadn't thought of that; we hadn't asked.  But as I look at it, I just -- 

I'm looking to the interventional cardiologists.  Any concerns here, or are you satisfied by 

seeing -- I assume the cutting was in more heavily calcified lesions; is that right? 

 DR. STONE:  We haven't done that analysis, yes, but I would hazard to say I'm sure 

that is the case.  And I think this is consistent with the fact that the operators thought that 

even when they put calcified lesions in, they thought they were only moderate. 

 DR. PAGE:  Just to point out, we're not seeing that slide right now.  Are you seeing 

that slide? 

 DR. STONE:  Oh, I'm so sorry.  I'm sorry.  Yes, here's the slide. 

 DR. PAGE:  So any comments or questions from the Panel regarding this topic? 

 Dr. Vetrovec. 

 DR. VETROVEC:  I guess my comment would be that, in terms of heavy calcification, 

when you get into that, I don't think cutting balloons are a competitive technology to 

rotational devices.  So I'm not sure what this tells us.  I don't think it's helpful or harmful. 

 DR. PAGE:  Fair enough, thank you. 

 Please go on with the other responses, Dr. Stone. 
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 DR. STONE:  Thank you.  Dr. Brindis had also asked -- that he was interested in left 

ventricular dysfunction.  As you know, in this trial, a left ventricular ejection fraction of less 

than 30% was an exclusion criteria.  We did not collect the left ventricular ejection fractions 

in the patients that were enrolled.  And it wasn't required.  It was just if it was known to be 

less than 30%, they were excluded. 

 As you know, some prior studies, not all, but some have suggested that with metallic 

drug-eluting stents, LV dysfunction may be related to stent thrombosis.  But no studies have 

really examined that well because they allow echoes and wall-motion studies and MRIs, and 

there's never been a core lab used.  So our bottom line is we don't have data that we can 

give you about left ventricular function in this study and outcomes. 

 DR. PAGE:  Thank you. 

 DR. STONE:  So next there was a series of questions about post-dilatation, 

particularly from Dr. Lange.  So first I'll put up the first slide, which is what we did show you 

before, in the very small vessels.  First I'll show very small vessels.  We'll show larger 

vessels.  We'll show all of the vessels, et cetera. 

 So this is what we saw in the very small vessels.  And Dr. Farb, I believe, before had 

shown you the overall outcomes.  This is the very small vessels.  And again, none of this is 

randomized, and these are small numbers, as you can see from the denominators.  But, 

nonetheless, when you looked at Absorb versus XIENCE with no post-dilatation, we tended 

to see greater rates with both Absorb and XIENCE in terms of scaffold and stent thrombosis, 

particularly in the Absorb arm.  Post-dilatation less than 14 atmospheres seemed to bring 

that down somewhat in both arms, and post-dilatation greater than or equal to 14 
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atmospheres seemed to bring it down further to arguably acceptable ranges, but the 

numbers are very small. 

 So this is now the data in the larger vessels, which Dr. Lange asked for.  So these are 

all the vessels, the 81% of patients that had vessels greater than or equal to 2.25 mm by 

QCA.  And I think what you can appreciate -- it's the exact same slide format.  What you can 

appreciate is that the stent and scaffold thrombosis rates are very low in this group, and it's 

difficult to know whether or not post-dilatation makes an impact. 

 Again, I would emphasize that post-dilatation -- the decision for an interventionalist 

to post-dilate is really when a lesion is not opening up well.  Or you put in the device and 

you couldn't cross it, so you know it's hard and fibrotic.  Or you put in the device and you 

see a residual diameter stenosis, so you have to post-dilate it, and then you go higher and 

higher and higher pressure. 

 So in nonrandomized trials, post-dilatation is actually often associated with the 

worse outcomes, and the higher the pressure you go, it's often associated with worse 

outcomes.  What we've learned from over a dozen intravascular ultrasound studies over the 

years with metallic drug-eluting stents is that the higher the pressure you go routinely, the 

larger the minimal stent area gets.  So the larger the stent opens -- and that's the number 

one predictor of freedom from both stent thrombosis and restenosis.  It's one of the 

reasons that we think post-dilatation is appropriate in this study. 

 In addition, in the MICAT study -- and I'm glad I'm now pronouncing that right, 

Tommaso.  In the MICAT study -- and we can bring up this slide, if you can -- well, you don't 

need to bring up the slide.  I will tell you that's the best study so far that's looked at the 
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predictors of scaffold thrombosis after Absorb.  And you heard from Dr. Gori about how, 

with an Absorb-specific protocol using routine post-dilatation, they were able to bring 

scaffold thrombosis down, and the number one predictor was luminal dimensions.  And 

that's what predicted scaffold thrombosis. 

 So if you can get a large lumen, which you get by post-dilatation, then you have 

lower rates of scaffold thrombosis.  So this nonrandomized data, we agree, and large 

vessels doesn't support that.  But mechanistically, from all the experience we've been 

hearing from our European colleagues and what we understand about intracoronary 

devices, we believe this makes good sense here. 

 And I can put up -- go back.  I can put up the MICAT.  This is from the MICAT study.  

And Dr. Gori is here.  Again, this was 1,870 BVS in 1,305 patients from four German and 

Swiss centers, and this was recently published in the Journal of the American College of 

Cardiology.  And this includes the early experience, and they did a multivariable analysis to 

look at the predictors of scaffold -- this is all BVS scaffold thrombosis, and it really was 

interestingly small vessels, which is exactly what we've seen here, and it's not getting a 

large minimal luminal diameter.  It's also this maximal footprint.  So that's putting in a large 

device in a small vessel.  So you're covering a lot of the surface of the device and again 

having a higher residual stenosis.  So it's very consistent with what we know about metallic 

drug-eluting stents. 

 DR. PAGE:  Dr. Lange, does that answer your questions? 

 DR. LANGE:  It does.  Thank you. 

 DR. PAGE:  While we're on the topic of the post-dilatation, can you just comment -- I 
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don't perform coronary interventions.  That involves pulling out another catheter off the 

shelf to perform the post-dilatation? 

 DR. STONE:  Yes, it does.  It requires taking what we call a non-compliant balloon, so 

a balloon that really concentrates the force in the balloon, and it doesn't grow, and it's a 

separate catheter compared to the original balloons, usually, that we use to prepare the 

vessel. 

 DR. PAGE:  And I want to be careful because this Panel is not one that enters into the 

issues of cost.  But, Dr. Zuckerman, is it fair for me to ask in terms of resources used?  The 

high-pressure balloon seems to be a fairly routine commodity.  Is it fair to say that that 

device does not add significantly to the cost of devices in the overall procedure?  Is that a 

fair question, Dr. Zuckerman? 

 DR. ZUCKERMAN:  You can certainly ask the question.  Whether it will really have a 

significant impact on our interpretation of whether the high-pressure balloon dilatation, 

post-stenting, should be a strong warning in the label is a different question.  But ask the 

question. 

 DR. PAGE:  Fair enough.  And the people on the Panel might be able to comment as 

well. 

 DR. STONE:  As to? 

 DR. PAGE:  As to use of resources in terms of pulling one more device off the shelf 

for the procedure, relative to the cost of other components of the overall procedure.  It 

doesn't seem like it would be a significant amount. 

 DR. STONE:  Balloon angioplasty catheters are, fortunately, now relatively 
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inexpensive.  And what we've learned in general is the costs of using extra devices to 

prevent a complication is a very cost-effective strategy. 

 DR. PAGE:  Thank you. 

 DR. STONE:  We also have more data on post-dilatation versus no post-dilatation.  

And Dr. Vetrovec had asked about post-dilatation, I think, specifically in calcified lesions.  If 

you could bring up AA-18.  Okay.  So this is now just post-dilatation versus no post-

dilatation in calcified lesions specifically.  And if you look at, you know, Absorb versus 

XIENCE in the two different groups, looking at target lesion failure and looking at device 

thrombosis, you could go to the right side if you want to save time looking at the interaction 

p-values and you see there's nothing close to an interaction.  So in this nonrandomized 

dataset, we can't see that whether or not you post-dilated specifically calcified vessels 

made a difference. 

 DR. LANGE:  Before you leave that slide again. 

 DR. STONE:  Yes. 

 DR. LANGE:  I mean, again, the numbers are small. 

 DR. STONE:  Yes. 

 DR. LANGE:  But the gray number for the post-dilatation, the cumulative thrombosis 

rate has got 2.7% versus 0.8. 

 DR. STONE:  Yeah. 

 DR. LANGE:  And the no post-dilatation, it's 1.4 versus 1.1. 

 DR. STONE:  Right.  As you said, the numbers are small, so we don't know if it's real.  

But mechanistically, again, the reason you post-dilate is when a lesion is not dilating well.  
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And what we've learned very importantly is that as or more importantly than post-dilating is 

what we call lesion preparation.  It's pre-dilating with the appropriate sized balloon to make 

sure you can adequately expand the lesion.  Then you just kind of lay the scaffold in and 

post-dilate it. 

 And this is a technique that we used to use in the drug-eluting stent era, but I think, 

honestly, we've gotten lazy because the current metallic drug-eluting stents let you get 

away with it.  Now that we do that with Absorb -- and this was part of the MICAT protocol, 

to make sure you do aggressive and size one-to-one pre-dilatation, we're not seeing this 

issue. 

 DR. PAGE:  Yes, Dr. Laskey. 

 DR. LASKEY:  So, Gregg, just to chase this, the days of pre-dil were routine.  It was 

advised.  Then it stopped.  Then it started again.  And one of the things that struck me -- 

and I don't think there's a lot of literature on it, but following your pre-dil, the vessel size 

does change often.  So how does that play into the algorithm here? 

 DR. STONE:  Right.  So, of course, we've got a limited size matrix of Absorb right now, 

2.5 to 3.75.  And you're right, sometimes the vessel size will change when you pre-dilate.  In 

fact, sometimes the lesion length will change when you pre-dilate.  And in this trial, patients 

were only eligible for randomization once you pre-dilated, and it was an acceptable result, 

and then you were still within those parameters.  And what we would be training to, even 

more importantly, is that when you do aggressive pre-dilatation to really prepare the vessel, 

if the vessel is then outside the range of what's recommended for Absorb, that that is no 

longer an on-label case, and we don't recommend that those get treated. 
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 DR. PAGE:  Thank you. 

 DR. STONE:  And then there's finally, I think, Dr. -- well, not finally, but we're getting 

there.  Dr. Vetrovec also asked a question about what about just higher pressures of post-

dilatation?  And I will put that up here.  Again, really, given the nonrandomized fashion of 

this trial, this doesn't show very much.  But if you look at -- here we have target lesion 

failure and the device thrombosis, Absorb and XIENCE, in all patients in the subset that got 

any post-dilatation and then the subset that got what we called high-pressure post-

dilatation or greater than 14 atmospheres, and you can see roughly the rates are 

approximately the same. 

 So one way you can look at this is that post-dilatation doesn't make a difference.  

The other way you can look at it is that the results would've been worse if you hadn't post-

dilated those difficult lesions, and in a nonrandomized trial, we'll never know. 

 Okay.  So then Dr. Somberg asked if we had the results of how patients were 

revascularized and what their ultimate outcomes were.  And so if you can show me AA-12.  

Thank you.  So here you can see this is revascularization.  So this is target lesion 

revascularization by any method.  That's either PCI or bypass surgery.  That occurred in 42 

Absorb patients and 18 XIENCE patients, so it's 2:1 randomization.  As you saw, it's about 

the same ratio.  The median days to TLR were 101 and 132, pretty typical to what we see in 

angioplasty trials.  You can see the vast majority of those were treated by PCI.  Even the 

unknowns, we believe, are PCIs, but we haven't been able to verify that for today's meeting 

since we weren't anticipating this question.  But we only know of the two patients that 

were treated by bypass surgery which was in the Absorb group and zero in the XIENCE 
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group. 

 So we've got follow-up up to 1 year.  So we've got follow-up, as you can see here, 

approximately 9 months after Absorb target lesion revascularization and maybe about 8 

months after XIENCE revascularization.  And here are those data.  So these are the patients 

who had repeat revascularization, now out again about 9 months and about 8 months.  And 

if you look at device thrombosis, none of the Absorb patients had a subsequent device 

thrombosis versus one of the XIENCE patients.  And if you look at target lesion failure, it was 

9.5% with Absorb and 16.7% with XIENCE, but very small numbers.  We know that once 

you've had a target lesion revascularization, in general, that does predict a high-risk group 

for subsequent adverse outcomes.  Here it seems as if Absorb, at least with this limited 

dataset, is performing acceptably. 

 DR. PAGE:  Great, thank you. 

 Dr. Brinker, you had a question or comment? 

 DR. BRINKER:  I was wondering, and I guess it wasn't allowed by the protocol, 

whether any of the PCIs were stented with a polymeric stent.  Restented. 

 DR. STONE:  No, that was not allowed by the protocol. 

 DR. BRINKER:  Okay. 

 DR. STONE:  And it wouldn't have been used. 

 Okay.  We had a question from Dr. Patton about overlapping devices.  So if we bring 

up AA-14.  So if I can bring this up to you.  So here you can see any overlapping devices that 

were used in the study.  You can see this occurred in 85 Absorb cases and in 61 XIENCE 

cases, so a relatively small percentage.  We did choose lesions in this trial that were 
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supposed to be able to be covered by one device.  So it's not unexpected that less than 10% 

had overlapping devices. 

 But nonetheless, here are the data.  You can see target lesion failure in the 

overlapping group.  At 1 year it was 9.4% with Absorb versus 9.8% with XIENCE.  And the 

device thrombosis rates in the overlapping group were 1.2% with Absorb versus 1.6% with 

XIENCE.  So again, relatively small numbers, but not any overt cause for concern. 

 And then, finally, I think three of the Panel members asked about this issue of the 

2.75 versus the 3.0, so we've saved the best for last.  So I've got four slides.  Let's see.  I've 

got actually, I think, three or four slides to show you.  The last one is the one they were still 

working on.  So I'll show you what I've got, and then I'm sure this will generate more 

questions, but I think it will answer some as well. 

 So this was the slide, basically the FDA slide before, with the first column of data 

being the data that you had already seen.  And again, to go over what that is, we had 375 

patients that had one or more lesions with a QCA reference vessel diameter of less than 

2.25 mm.  And the question was if you used a visual reference vessel diameter cutoff of 

either greater than 2.5, greater than 2.75, or greater than 3.0 mm, how many of that 

percentage would you have missed?  And the answer was 31.5, 17.3, and 2.4%.  So to get a 

sense of what the burden would be to look for those and how much extra benefit you 

would get, you'd have image or do some kind of quantitative test in most patients. 

 The next data lines shows you, of the 2,000 patients, overall how many of these very 

small vessels we would be missing on a percentage basis.  So if you used the 2.5 mm RVD 

cutoff, we would be missing 5.9% of patients enrolled in our all-comers population would've 
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had a very small vessel.  If we used the 2.75 mm RVD cutoff, 3.2% of the lesions or the 

patients would've had a small vessel.  At a 3.0 mm, 0.5% would have had a very small 

vessel.  So it's a relatively low percentage, and the 2.75 cutoff to recommend that imaging 

was used, either intravascular imaging or quantitative coronary angiography, seemed -- was 

a reasonable cutoff given the burden that it would impose.  Now, that burden it would 

impose gets to Dr. -- I believe it was Dr. Page's question about sensitivity and specificity, is 

how you posed it, and that's the one slide that I believe they're still working on. 

 But if you look at the slide, the bottom line is -- just qualitatively speaking, what 

happens is to get those few extra -- to image all the ones between 2.75 to 3.0, to get a few 

extra less than 2.25s, we're going to be imaging a lot of extra patients.  And there are some 

risks to intravascular imaging, and that's one of the reasons we believe that this is a 

reasonable cutoff. 

 (Off microphone comment.) 

 DR. STONE:  Okay, great.  So that will come up here.  Thank you. 

 (Off microphone comment.) 

 DR. STONE:  Okay, right.  I'll speak to it after -- actually, I can speak to it here.  So you 

would've had to -- yeah, and this actually shows it -- I think speaks to it nicely.  So to get 

these extra -- to image between 2.75 and 3 mm -- this gets to your question.  We don't have 

a slide, but I can speak to it.  To get those extra approximately 56 lesions that were less 

than 2.25, we would've had to image an additional 561.  So it's a large number to be able to 

identify an extra 2.7% of lesions, if that addresses your question.  But let me show you -- 

 DR. PAGE:  Before you go on. 
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 DR. STONE:  Okay. 

 DR. PAGE:  Dr. Lange. 

 DR. LANGE:  And I think Warren or George were asking if you take a vessel -- rather 

than, say, for the number there, right, it says 2.75 and it's 3.2% of all vessels.  I guess what 

I'm looking for is if it says 2.75, what percentage are actually 2.25?  I'm sorry, that is, Jason 

was asking about -- that's really what I'm -- 

 DR. STONE:  Right.  So let's see if that's what we got here.  So of the 2.75 -- so I do 

have that data here, unless -- 172.  There were 360 of those, and 172 of those, or 47.8%, 

had a QCA reference vessel diameter of less than 2.25.  So it's almost half. 

 DR. LANGE:  So is that 2.75 half the time it was 2.25 or less? 

 DR. STONE:  Right, exactly. 

 DR. LANGE:  And that number for 3.0, by the way? 

 DR. STONE:  That number for 3.0 is 26.3%.  And again, within -- between 2.75 and 

3.0, that's the number that I previously quoted you, it's about a 10:1 ratio.  So to be able to 

get those few extra 2.25s, you'll have to image an additional 561, and that gives you an 

additional 70, but you've got another 491 that were above 2.25. 

 DR. PAGE:  Maybe I'm missing something here, but that n of 2,008 -- 

 DR. STONE:  Yes. 

 DR. PAGE:  -- those are the ones who weren't imaged? 

 DR. STONE:  Well, no, these are all the patients.  So let me speak -- 

 DR. PAGE:  The 375 I thought were the people that were imaged.  Is that not right? 

 DR. STONE:  No, the 375 are the patients in the study, no matter how they got in the 
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study, imaged or not imaged, that had one or more lesions treated with a QCA reference 

vessel diameter of less than 2.25 mm. 

 DR. PAGE:  Okay. 

 DR. STONE:  Now, what's important to note is the way imaging was used in this 

study.  So U.S. physicians usually use imaging after the procedure.  We often don't use 

imaging right now.  Even though I'm a big proponent of imaging and I've been teaching how 

to do it for decades, if we tell people to do it before the procedure, they don't.  They do it 

after the procedure to make sure -- I think all the interventionalists are shaking their head -- 

to make sure that the device is large enough and that it's well opposed. 

 So we didn't tell people here how to use imaging, and while it was used in only 11%, 

the strong suspicion is that it was just used to verify an acceptable result.  So they weren't 

using imaging.  I mean, Dr. Farb showed that perhaps it was associated with a slight 

decrease in small vessels, but that's not how they were using imaging in this study.  And we 

hadn't recommended that they do that. 

 Now, we are changing and we are recommending, because of this small vessel issue, 

we think it's very responsible to use either on-line QCA or intravascular imaging.  So I do 

want to make a comment about that, specifically vis-à-vis Dr. Laskey's very credible concern 

about the use of imaging in this country.  But first let me show you the other two data 

slides. 

 DR. CONNOR:  Can I ask something clarifying first?  Because I think this isn't what I 

asked for, and it doesn't illuminate things.  I think what you described precisely answered 

the question, but this slide doesn't. 
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 DR. STONE:  Okay. 

 DR. CONNOR:  So I thought the 375 was both you had QCA imaging and it was less 

than 2.25, because if you didn't do QCA, how do we actually know the size? 

 DR. PAGE:  Exactly.  That 2,000, to take the numerator of 118 and apply it to 2,008 

doesn't make any sense because the 118 was out of 375 that you had imaging on.  The 

2,008 you didn't have imaging on, if I'm understanding Slide 136 from the FDA. 

 DR. STONE:  So I think it's we're all confused about this.  We understand the data, 

but it's very, very confusing, as you're talking about -- 

 DR. PAGE:  No, but I'm not confused at all about the fact -- 

 DR. STONE:  Okay, sorry.  What can I help you with? 

 DR. PAGE:  -- that you have 118 that were measured at under 2.25, and that's out of 

375 that you imaged.  And 2,008 weren't imaged. 

 DR. STONE:  No, that's not what this slide shows at all. 

 DR. PAGE:  But I thought that's what we were told in Slide 136.  So maybe the FDA 

can help us understand. 

 DR. ZUCKERMAN:  Why don't you take a pause and walk us through it. 

 DR. STONE:  Okay. 

 DR. ZUCKERMAN:  First of all, the n equals 375 is 375 lesions measured at a core lab 

with RVD less than 2.25. 

 DR. STONE:  It was 375 patients -- 

 DR. ZUCKERMAN:  Patients. 

 DR. STONE:  -- that had one or more lesions, which is mostly one lesion, which is less 



174 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

174 

 
than 2.25 and all the lesions being measured at a core laboratory by angiography. 

 DR. ZUCKERMAN:  Okay.  So that would be Step A.  Then Step B is could we have 

made a visual marker to help us better eliminate this problem? 

 DR. STONE:  Right. 

 DR. ZUCKERMAN:  And you've shown that at 2.75 you still have 65 patients left.  And 

then when you go to 3.0, although you eliminate 56 more patients, there's a potential 

downside to that.  Is that what you're telling us? 

 DR. STONE:  Right.  So if we used the -- if the operator had used this reference vessel 

diameter cutoff, in his mind's eye he thought the vessel was either greater than 2.5, greater 

than 2.75, or greater than 3.0.  And if he imaged, did imaging right then and there, and if he 

excluded 100% of all of the small vessels, this then tells you how many would have been 

left.  Okay, so this has nothing to do with whether or not imaging was done within ABSORB 

III by these operators.  This is reference vessel diameter estimation by the operator 

compared to the core laboratory measurements. 

 DR. PAGE:  I guess I understand.  So at the top, where you have RVD QCA, this isn't 

QCA. 

 DR. STONE:  No, this is -- these are all the -- these are all the -- the 375 are all of the 

patients that had, by QCA, an RVD less than 2.25 mm.  That's the 375.  That's that 

denominator.  So that's that specific group. 

 DR. PAGE:  Right. 

 DR. STONE:  The 2,008, of course, is all the patients. 

 DR. PAGE:  So the 2,008 did not have QCA? 
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 DR. STONE:  No, the 2,008 had QCA and they don't have -- the 2,008 -- 

 DR. PAGE:  So I thought only 20% of the patients had QCA. 

 DR. CONNOR:  Right. 

 DR. STONE:  No, no.  So again, this is confusing.  It's the difference between in-lab 

QCA that an operator can do versus the QCA that Dr. Popma did in his core laboratory.  So 

all the films, after the procedure, were sent to Dr. Popma. 

 DR. PAGE:  Fine.  Thank you. 

 DR. STONE:  And he does a core lab QCA.  Okay.  But for this trial, operators used 

only their visual skills to be able to choose the reference vessel diameter.  And in a small 

percentage, they might have used intravascular imaging, approximately 11%, but most of 

that, I'm sure, was not to select the vessel size, but it was afterwards. 

 DR. CONNOR:  So is the bridge we need, then, to see the concordance between the 

reference lab QCA and the operator QCA? 

 DR. STONE:  So that's the next slide.  Okay, so that will be the Bland-Altman plot. 

 DR. PAGE:  Dr. Somberg and then Dr. Lange. 

 DR. STONE:  Okay. 

 DR. SOMBERG:  I would be curious to hear Dr. Stone's comment on what I'm going to 

say, and that is that I'm not sure this is relevant because the problem with the small vessels 

comes afterwards.  So when someone sees a vessel and they don't think it's consequential, 

they may have a different assessment than if they think it's critical and they would see a 

doubling of in-stent thrombosis.  So I think, you know, what we're talking about is, what 

should I say, the operator's triviality of the measurement as opposed to later on when we 
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know it's related to probably the most severe and serious side effect, that this will be raised 

to a higher bar and they may get a different interpretation.  So I don't think we can use this 

assessment that came out of this study as the way the ocular reflex will be applied. 

 DR. STONE:  So these are great points, and I think we actually -- you'll be able to see 

some of that in the Bland-Altman, and you'll also be able to see some of it in some very new 

data that I'm going to show you. 

 So in this trial, operators weren't particularly worried about small vessels, like in all 

other trials.  And to be honest, these operators, they're not so concerned about it, and 

that's why they're putting in 20% that are below the recommended limits.  So now we know 

we're very concerned about it, and now the Sponsor -- our recommendation -- needs to 

train operators.  Now you have to care about very small vessels. 

 So the question is what should be the trigger for them to really care about very small 

vessels?  And what we believe is a very reasonable recommendation is, even with this 

dataset, if you thought it was 2.75 mm or less, by your eyeball, then you should care.  That 

should raise your concern to that it might be a vessel that even though you think it's 2.75, it 

might be less than 2.5, and therefore you need some sort of advanced imaging, which can 

be very easy.  It's on-line QCA.  Even though operators don't do it in the United States, it's 

done routinely in Europe, and it's very simple to do.  It takes just a few minutes.  Or you can 

use intravascular imaging.  We have data now that this training is already having an impact 

even in the United States, and I'll show that to you on the second of the last two slides. 

 DR. PAGE:  Dr. Lange. 

 DR. LANGE:  A great explanation, Gregg.  So I just want to make sure I've got it right.  
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As you said, the cutoff of 2.75, if you see it and you say it's 2.75, 50% of them are 2.25.  But 

even at 3.0, there are about, as you said, 26% are less than -- 2.25 or less? 

 DR. STONE:  Even at 3.0, 26.3% -- 

 DR. LANGE:  Okay, thanks. 

 DR. STONE:  -- are 2.25 or less, by QCA. 

 So this is the Bland-Altman plot which was asked for, I believe, by Dr. Connor, and 

this is kind of one of the funniest Bland-Altman plots you'll probably ever see.  And the 

reason is, is that operators, we think, in increments of a quarter millimeter -- so when they 

ask us how big a vessel is, we go it's 2.5, it's 2.75, it's 3.0.  And also operators, you know, 

knew that they really weren't supposed to put in anything less than 2.5.  So they're always 

going to say it's at least 2.5 mm.  And to be very honest, they don't spend a lot of time 

thinking on exactly how many millimeters it is.  In contrast, of course, QCA will measure to 

the hundredth of a millimeter of what the reference vessel diameter is. 

 So here you see on the x-axis is the mean of the visual reference vessel diameter and 

the QCA reference vessel diameter.  On the y-axis is the difference of visual reference vessel 

diameter minus the QCA reference vessel diameter.  The red horizontal line is the line of 

zero, saying there would be no difference, and the blue line is the mean. 

 So you can see it's roughly a scattergram, but it goes towards visual estimation 

overestimating what QCA gets, and we know that that's always the case.  The mean and the 

95% confidence interval of that overestimation is 0.329 mm, so let's say 0.33 mm, with a 

very tight, actually 95% confidence interval despite all of the scatter from 0.31 to 0.35 mm. 

 Now, we further generated even more Bland-Altman plots, but for time, I just show 
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you the data.  In blue, we looked at just the subgroup that had a visual reference vessel 

diameter of 2.75 mm.  So the operator said, I think these are 2.75 or less, which is the 

Sponsor's recommended subgroup for concern.  Then the mean difference was 0.23 mm, 

and you can see the upper bound of the 95% confidence interval was about 0.24 mm.  So 

we're staying very close to that 2.5 mm level of concern. 

 So I don't know if this helps or not, and if you want a much more detailed 

description, Dr. Pocock can also help you with it as well. 

 DR. PAGE:  Questions or comments from the Panel? 

 DR. CONNOR:  No.  So I think the key is what you read.  Like, you know, the numbers 

on the plots are showing, you know, 2.4%, 17%, and they seem small because the 

conditional probability is wrong.  What you were describing is that less than 2.75, you still 

get half wrong.  Even, you know, bigger than -- sorry, bigger than 2.75.  Even bigger than 

3.0, you still get 26% wrong.  So that's why it's important that we think about the 

conditional probability the right way when making the decision how to label it and how to 

implant it. 

 DR. PAGE:  Okay. 

 DR. STONE:  So I have one more slide, which I think is possibly the most important 

slide, and this is this slide here.  So obviously, after ABSORB III, once we saw the data, we 

became concerned about the small vessels.  And even before we saw the data, the lessons 

from Europe were coming in that small vessels perhaps were a concern.  So in ABSORB IV, at 

the beginning of ABSORB IV, we did put in much more specific technique issues to carefully 

size vessels, to much more carefully pre-dilate the vessel, to in almost all cases post-dilate 
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the vessel or strong recommendations to post-dilate the vessel, and to consider liberalizing 

the use of intravascular imaging.  And this is the -- of course, we're totally blinded to any 

ABSORB IV data, but we are, from a safety point of view, looking at the patients in ABSORB 

IV that got Absorb, to make sure that (1) some lessons are being transmitted and (2) that 

patients are safe. 

 So this shows you the data on a per-lesion basis and a per-subject basis.  So far, in 

the core laboratory, we have 761 lesions that have undergone QCA and 660 subjects that 

were treated with those lesions.  And it seems as if these lessons have been transmitted 

and that you can see 4.6% of lesions right now are under 2.25 mm.  So that's substantially 

down from what we saw, and it's 5.2% of patients that correlates to that 18.3% number.  

Now, since this time, we've put in even more rigorous protocol measures in ABSORB IV, 

almost exactly according to the language that the Sponsor is currently recommending now.  

So we expect this number to even further come down. 

 But I think the take-home message is now that U.S. operators are aware of this issue, 

aware of the importance of technique, aware of not implanting in small vessels, we're not 

nearly seeing the level of small vessels being treated with Absorb. 

 DR. PAGE:  This is very helpful. 

 Dr. Lange, did you have a comment? 

 DR. LANGE:  No.  So in apropos to what you mentioned, Gregg, so was the 

recommendation to have these, the patients, imaged?  Is that why it went down to 5% or 

was it some other factor? 

 DR. STONE:  No.  No, not yet.  In fact, now we're putting in stronger 
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recommendations, almost just what you saw, that if you think it's less than or equal to 2.75, 

then we're saying image, just like you saw, either on-line QCA, which again is very easy to 

do, or intravascular imaging.  That didn't exist before we saw these numbers come down.  

So these numbers were already coming down, just like you saw in Europe, once the lessons 

from Europe and what we saw from ABSORB III were just being transmitted into practice.  

Physicians have become very attuned to this issue. 

 DR. ZUCKERMAN:  Yes, Dr. Stone, that's very helpful, but what exactly were you 

telling physicians?  It was just the educational training with no change in the percentage of 

patients that were being IVUS'd or QCA'd before the procedure?  Is that your 

interpretation? 

 DR. STONE:  So we told them at the beginning of ABSORB IV -- and this is actually to 

be in the protocol.  There's much more specific language about appropriate patient 

selection, about being aware of both reference vessel diameter and lesion length, of using 

aggressive lesion preparation with an appropriate size balloon, even a non-compliant 

balloon sized one to one to the vessel for lesion preparation, and then to strongly 

recommend post-dilatation in all cases. 

 So the lesions are being prepared better.  They're being more accurately sized with 

non-compliant balloons and with guide catheters.  And I can't tell you, one to one, what has 

made the difference; that, plus hearing about the ABSORB III data, plus hearing the 

European lessons from GHOST-EU and again from MICAT, which shows that reference vessel 

diameter matters.  All of this, though, is getting transmitted to better patient selection.  

And I do think these numbers will further come down now that we're actually -- I think you 
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received the protocol modification to even put in the protocol-specific language about if 

you think it's less than 2.75, now you got to go even further to make sure it's not under 

2.25. 

 DR. PAGE:  Great, thank you. 

 Dr. Vetrovec and then Dr. Laskey each had a comment or question. 

 DR. VETROVEC:  Yeah, my comment is I think you implied earlier in your presentation 

this morning that one of the pressures in trying to enroll patients -- and it was an exciting 

new therapy -- the doctors probably were forcing it slightly, perhaps.  And once they got 

educated, then it was better not to force it, and I think that's what you're seeing in ABSORB 

IV.  It seems to me education goes a long way. 

 DR. STONE:  We believe that's the case, which is why we pushed the Sponsor very 

hard, and they have certainly agreed, and they feel very strongly that education is going to 

be very important in the postmarket phase with this device. 

 DR. PAGE:  Great.  Dr. Laskey. 

 DR. LASKEY:  It's just more of the same.  For 25 years I've been telling fellows if it's 

2.5 mm, don't bother.  There's not that many epicardial coronary arteries which are 2.5 mm 

and therefore are probably not important. 

 But my question is given this arcane discussion, how much of the hazard, and there 

is a numerical hazard, is due to the small vessel problem?  We've spent so much time on the 

small vessel identification problem.  So how much of that hazard, numerically in excess of 

the control, is due to the small vessel problem? 

 DR. STONE:  So we know that -- when you say the hazard, what we can tell you, for 
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example -- and Dr. Simonton can even chime in as well.  About half of the scaffold 

thromboses, approximately, were in that small vessel group.  Now, as you know, a scaffold 

thrombosis or a stent thrombosis in a very small vessel is less likely to be a major event for 

the patient, compared to if it was in a large vessel.  Of all the scaffold thromboses, again, 

there were only two deaths, and none of those were definite thromboses.  Those were just 

assumed because they were later deaths. 

 DR. PAGE:  Did that cover all of the answers you had to our questions? 

 DR. STONE:  Yes, that covers everything. 

 DR. PAGE:  Thank you very much.  It's now time for the Panel to -- before you sit 

down, we may have other questions for you, other questions from the Panel.  And I very 

much appreciate Mr. Frankel speaking up. 

 Mr. Frankel. 

 MR. FRANKEL:  Yeah.  Just on the slide that had the contrast of -- there was the 

crossover from the XIENCE to the Absorb.  Was that number included in where you have the 

device success per lesion, 94.3?  In terms of if you had a crossover, was that included in that 

calculation as a failure? 

 DR. STONE:  Yes, those count as failures.  For the device success criteria, you had to 

have device success with the assigned device.  For the patient success criteria, it could be 

with either device. 

 MR. FRANKEL:  And one other thing.  Also, in terms of the age of the patient 

population, it goes until about 75 or so.  I know that there are a number of studies on stents 

that have been, you know, for the older elderly population.  What's your position in terms 
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of the likelihood of this in that population?  Will you be seeing the same numbers as other 

stents? 

 DR. STONE:  My own estimation, and this is just again an educated opinion, is that 

elderly patients, of course, one, are probably less likely to benefit from this device because 

they have a shorter time of living with a metallic implant.  But probably even more 

importantly, they're more likely to have heavy calcification, diffuse disease, very complex 

anatomy.  So my anticipation is that this device would be used in a lower proportion of very 

elderly patients, at least until we get better data with the treatment of diffused and 

complex disease.  But that's just a speculation. 

 MR. FRANKEL:  Will that be part of indications? 

 DR. STONE:  Well, no, I think what we saw was that there was no interaction 

whatsoever among the age.  This was an age-unrestricted population, and like all DES 

approval studies -- here, I can put up the data again of the age.  Oh, this just shows the age, 

but you can see, we actually treated patients with Absorb up to 96 years of age; with 

XIENCE, up to 92 years of age.  So this is fairly typical.  And with the mean age around 64, 

what we've done in most DES-approval trials, we saw no interaction with age.  As long as 

you avoided very small vessels, then you should be fine. 

 MR. FRANKEL:  Thank you. 

 DR. PAGE:  Great, thank you. 

 Ms. Schwartzott, did you have any questions or comments at this point?  Otherwise 

you will have opportunity later in the day. 

 (Off microphone response.) 
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 DR. PAGE:  Thank you. 

 And, Mr. Thuramalla, at this point do you have any questions or comments? 

 MR. THURAMALLA:  No, not at this time. 

 DR. PAGE:  Okay.  Looking around to the rest of the Panel, keep in mind, we are 

going to be taking the questions one by one after the break.  Are there any other questions 

for the Sponsor or for the FDA before we take a break and then take on the questions? 

 Dr. Lange. 

 DR. LANGE:  I'm just wrestling with the post-dilatation for a second, so let me just 

pose something and just get the Sponsor's opinion.  Obviously, in the vessels that were less 

than 2.25, it seems like there was a clear benefit for post-dilatation.  In those over 2.25, 

again, I couldn't see it from the data that you presented.  And the follow-up is if the 

recommendation is not to dilate or not to put a stent in any vessels that are less than 2.25, 

do you still feel very strongly that it ought to be mandated rather than just left to the visual 

interpretation of the person doing the -- 

 DR. STONE:  So I can give you my opinion; then Dr. Simonton can give you the 

Sponsor's opinion.  So again, without randomization, we don't know if the results would've 

been as good as you saw because they post-dilated.  Because those tend to be tougher 

lesions, they might have had a doubling or tripling of the scaffold thrombosis rate that they 

didn't post-dilate.  But, of course, we will never know that. 

 So when you asked the question, do I feel very strongly about the larger vessels, 

what makes me feel very strongly is large randomized trials, and I don't have that to show 

you on post-dilatation even for metallic drug-eluting stents.  But what I do know is that 
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post-dilatation in many studies routinely makes scaffold and stent areas larger.  That's the 

number one predictor of stent thrombosis in the metallic DES era, and now we're seeing 

from MICAT that small luminal dimension is turning out to be a major predicator of scaffold 

thrombosis. 

 So in ABSORB IV, we are strongly recommending that almost every scaffold gets 

post-dilated.  That's a new teaching that we put in ABSORB IV.  And we believe that's why 

the MICAT investigators have got -- one of the reasons they've gotten scaffold thrombosis 

rates down to as low as they have, because they are routinely post-dilating. 

 So I guess I could say I feel strongly, but absent a very large randomized trial, I can't 

say I feel very strongly. 

 DR. PAGE:  Dr. Simonton. 

 DR. SIMONTON:  Just a brief follow-up comment to that.  Gregg always answers 

these things so eloquently, we aren't left with a lot of other perspectives.  Very, very good 

points. 

 But I think that one of the things that we've learned from the international 

experience and from high-volume Absorb operators is that -- that have done OCT before 

and after post-dilatation is that you can't actually embed the Absorb struts somewhat after 

post-dilatation, like you do with a metallic stent, and achieve a lumen that's even greater 

and also reduce what's called the functional strut height, which is the strut thickness that's 

actually in the flow column.  You can actually embed the struts, particularly in softer 

lesions.  So they really feel like not only do you get a bigger lumen, but you get some 

embedment of the struts and actually reduce some of the functional strut thickness.  So this 
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is expert opinion.  You know, post-dilatation is something that a lot of people feel very 

strongly about for metallic stents.  But for Absorb in particular, it comes from the most 

experienced operators that we know and that have shared with us this information.  And of 

course, in ABSORB III, it was post-dilated according to the choice, and it was usually harder 

lesions with more calcification or more fibrotic lesions. 

 My other point.  I think you do need to understand about why the post-dilatation 

might've been a little more frequent in the Absorb arm compared to the XIENCE arm.  What 

you saw is that the Absorb delivery balloon that it's actually loaded on is more compliant 

than the XIENCE delivery balloon that was used in this trial. 

 So over 90% of the XIENCE cases were XIENCE Xpedition.  Xpedition, one of the 

advantages when we launched it was that you could go to higher pressures on deployment 

without over-expanding the stent, and you wouldn't necessarily have to use a post-

dilatation balloon.  We will plan on, in future generations, trying to incorporate that 

technology into Absorb, but that may have led to the reason why there was more post-dil 

with Absorb, because they just didn't want to go to higher pressures because of 

compliance. 

 DR. PAGE:  Before you sit down, this all sounds very plausible.  Everything's a matter 

of risk versus benefit.  Would you mind commenting on any added potential risks to going in 

and doing another procedure with the post-dilatation balloon? 

 And then I'd be interested in the panelists who are experts at this, as to their 

perspective on risk-benefit or just absolute risk of putting another balloon up there and 

doing another procedure. 
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 DR. SIMONTON:  Post-dilatation.  Yeah, we've learned over the years, as part of 

interventional fellowship training, board certification, that post-dilatation adds almost an 

immeasurable -- we've never been able to measure the additional risk of post-dilatation in 

any clinical trials.  Usually it's felt that if you size it one to one and you stay within the stent, 

people feel very comfortable going to high pressures with a non-compliant balloon. 

 So it's not, I think, for most interventionalists, felt to be a real significant extra step.  

I think your point related to potential cost is there.  So there might be a little bit of a 

differential there, but luckily these devices have become, you know, very affordable now. 

 DR. PAGE:  And I'm looking to Dr. Vetrovec. 

 DR. VETROVEC:  Well, my observation would be, if your experienced 

interventionalists that are advising you aren't advocating doing something extra, I would 

believe them because generally interventionalists want to get away with doing less. 

 (Laughter.) 

 DR. VETROVEC:  So I think that's telling. 

 DR. STONE:  Okay, that's going to be the headline from today.  Okay. 

 (Laughter.) 

 DR. PAGE:  Thank you, sir. 

 (Off microphone comment.) 

 DR. PAGE:  Please turn on your microphone if you want to be heard. 

 DR. LASKEY:  I'm sorry, George.  It did not used to be that way.  MLD was what got 

you out of the lab with a happy face. 

 DR. STONE:  You know, I'm glad you say that because many of us actually think that 
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is going to get us to do better angioplasty, not only in Absorb scaffolds but even in metallic 

drug-eluting stents.  I totally agree with you. 

 DR. LASKEY:  I'm sorry to be facetious, but it may even get us a couple of bucks on a 

cognitive component of this procedure. 

 DR. PAGE:  I'm not seeing any further comments or questions from the Panel. 

 Dr. Zuckerman, at this point I will ask us to take a 15-minute break.  That gives us to  

-- let's call it 5 of 3:00 we will reconvene and start taking on the Panel questions.  Again, I 

encourage or admonish the panelists not to discuss the matter at hand during the break. 

 Thank you. 

 (Off the record at 2:41 p.m.) 

 (On the record at 2:55 p.m.) 

 DR. PAGE:  Please take your seats.  I'm calling us back to order. 

 At this time we're going to focus our discussion on the FDA questions.  If you don't 

have them, they're printed up.  We're not going to be repeating the entire question or 

preamble before each question.  Dr. Brothers is going to read these to us.  Unless you're 

specifically called on, which I prefer, please state your name for the transcription.  And 

especially for this first question, I'm going to look for as full participation as possible from 

the Panel because of the critical nature of Question No. 1. 

 Dr. Brothers, do you want to kick this off for us? 

 DR. BROTHERS:  Yes.  Thank you, Dr. Page. 

 Presented on the following slides are key issues we have identified in our review of 

the ABSORB III clinical trial results, which we are requesting the Panel's recommendations.  
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 The BVS met its non-inferiority endpoint for 1-year TLF.  The absolute difference of 

the TLF rate between the BVS and XIENCE treatment groups favored the XIENCE group by 

1.71%.  The rates of the individual components of TLF (most notably target vessel MI) and 

definite plus probable stent thrombosis were numerically higher in the BVS group vs. the 

XIENCE group.  Please comment on whether the ABSORB III results provide adequate 

evidence of clinical non-inferiority of the BVS as compared to the XIENCE stent with regard 

to (A) safety and (B) effectiveness in the patient population described by the proposed 

indications for use. 

 DR. PAGE:  Thank you. 

 I'm looking for a member of the Panel to kick off the discussion and just give us his 

or her opinion about Question No. 1. 

 Dr. Somberg. 

 DR. SOMBERG:  Well, I think what we've seen today is that this device is effective by 

the definitions that were agreed to between the Sponsor and the FDA.  What we've also 

seen is a signal that arose early that was picked up; that was a small vessel.  And that raises 

some concern. 

 And I think the concern is that the device out there is so effective that they 

compared to, that it's rather -- stands out, that in every one of the components of the 

primary endpoint -- in fact, every one of the considerations looked at for efficacy and 

safety, this device is not statistically different, but it's a little less effective.  It's a little more 

adverse or having more adverse side effects associated with it, and that's compared to the 

discussion of its potential benefits, which we have really no evidence to talk about in terms 
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of vasomotion, et cetera, et cetera.  So while I say it's effective, I think we have to be very 

cautious in its -- we, being the cardiovascular community, have to be very cautious in its 

utilization; utilize it appropriately and especially not in vessels smaller than that 2.5 

measurement. 

 DR. PAGE:  Great, thank you.  Now, you didn't comment on safety as yet.  Do you 

want to just very briefly comment on issues of safety? 

 DR. SOMBERG:  Well, I think outside the small vessel area, the safety seems to be 

pretty much similar.  But once again, we're comparing it -- but not as -- you know, there still 

is a very small safety concern, and we're comparing it to the best in the league, which turns 

out to be the XIENCE -- made by the same sponsor -- device.  So I think the whole 

discussion's going to hinge on can interventionists identify these small vessels consistently 

and avoid using this device. 

 And by the way, I should say it's not that there's an -- you know, outlandish 

adversity; it's very, very small.  But the cardiovascular community has gotten down to using 

stents that have a very, very small -- thrombosis, et cetera.  So any tick up in the signal is 

worrisome, so how can you avoid that best?  And I think it is to admonish people not to do 

this, and therefore they won't be, you know, cavalier about sizing vessels; they may actually 

use some quantitative technique. 

 DR. PAGE:  Thank you, Dr. Somberg. 

 And Dr. Somberg has hit on a number of important points.  I am looking around the 

Panel for other comments. 

 Dr. Brindis. 
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 DR. BRINDIS:  Yes, I actually want to congratulate, in many respects, the people 

involved with this study and the FDA, that even though we set a bar of non-inferiority, 

which the trial met, the clinical community and the people involved presenting the data 

share the concern that Dr. Somberg has mentioned related to thrombosis in the small 

vessels and I think, to their credit, have proposed a mechanism with which to minimize that 

untoward complication.  So, by definition, it made the safety and effectiveness bar, yet all 

of us have substantial concern related to thrombosis in the small vessels and, from my 

perspective, have been well addressed by the Sponsor and the FDA. 

 DR. PAGE:  Thank you. 

 Other comments? 

 Dr. Evans, then Dr. Laskey. 

 DR. EVANS:  So, first of all, I wanted to thank the Sponsor and the FDA for their 

thoughtful presentations.  I've participated in many, many of these meetings, and I usually 

start by thanking the sponsor and the FDA for their thoughtful presentations, emphasis on 

thoughtful.  Much of the time I'm biting my tongue when I'm saying it. 

 (Laughter.) 

 DR. EVANS:  But today I'm not.  I mean that.  I understand the complexities 

associated with today's proceedings and appreciate the efforts done to understand the 

data.  There's a lot of subtle complexities associated with this trial that go under-

appreciated.  Non-inferiority trials certainly have a number of complexities, composite 

endpoints.  Composite endpoints within non-inferiority trials, analysis populations within 

non-inferiority trials where you're constantly struggling between conducting intent-to-treat 
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to retain desirable statistical properties and retaining pragmatism and avoidance of 

informative censoring versus retaining assay sensitivity through patient exclusions. 

 There's a constant struggle between the use of cause-specific components to a 

composite to retain assay sensitivity or avoidance of informative censoring, selecting the 

non-inferiority margin, which I would like to come to in a minute, and understanding the 

effectiveness of your control, XIENCE in this case. 

 And just the necessity for high-quality trials, differences between two treatments 

can be easily diluted by many different factors, including protocol deviations and crossovers 

and poor adherence in this classification and poor diagnostic criteria and concomitant 

therapies and everything.  And both the Sponsor and the FDA awareness and 

responsiveness to this, to the subtleties underlying the issues, is impressive today.  Now, 

that being said, in statistics we have a saying:  There are lies, damn lies, and cardiology. 

 (Laughter.) 

 DR. EVANS:  You may be familiar with a different version. 

 (Laughter.) 

 DR. EVANS:  But I thought it would be -- I think it's important to understand what 

non-inferiority means and what it doesn't mean and how it relates to some of the 

discussions that have gone on here today, in particular assessing effectiveness and so forth.  

Now, the non-inferiority margin was selected to be 4.5%, and there were relevant questions 

about how that was obtained, and the Sponsor provided a very logical and conservative 

strategy for selection of that margin based on retention of effect over BMS.  Now, on slide  

-- I don't know if you can put up Sponsor slide CO-54? 
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 After selecting that non-inferiority margin of 4.5% based on retaining 50% of the 

effect of BMS, you're able to rule out, and I emphasize, in quotes, "ruling out" inferiority of 

9.3% or greater with reasonable confidence, and so this meets the non-inferiority criteria 

that was set forth.  And in this context, that's what non-inferiority means, is that you're 

ruling out inferiority of a concerning magnitude, and in this case, you're able to rule out 

anything bigger than inferiority greater than 3.9%. 

 Now, there's been some concern about the point estimate being more favorable for 

XIENCE, and the common misconception is that the true difference is more likely to be in 

the middle of the confidence interval than on the extremes, but there's no basis for that.  

Confidence intervals are constructed based on the notion of repeated experimentation with 

confidence intervals covering the truth 95% of the time; whether they cover it on the left or 

the right, you're only getting one, and you don't know where it is.  So I would be -- I would 

caution over-interpretation of the point estimate. 

 But it also means, as we look at this confidence interval, that the data are consistent 

with up to being 3.9% worse.  It's consistent with the data that were found.  And thus the 

key is upon the agreement about what level of inferiority needs to be ruled out with a 

reasonable confidence, and I'd like to just talk a little bit more about this.  The margin was 

selected in, as I mentioned, a logical way to retain 50% of the effect of BMS.  And in this 

context, non-inferiority, in quotes, "non-inferiority" does not mean Absorb is non-inferior to 

XIENCE; it means it retains some of the effect of BMS. 

 Now, a second criterion, which is often used in some non-inferiority trials, is whether 

in this case, whether Absorb would be therapeutically exchangeable relative to XIENCE.  
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And this might be evaluated by seeing if clinically important levels of inferiority could be 

ruled out.  Now, that hasn't been necessarily defined here and may likely be something 

smaller than the 4.5%.  The therapeutic equivalence of XIENCE is a different question and, 

again, might require smaller margins. 

 Now, the practicality of such a trial would be potentially unrealistic because of -- 

you're talking about much larger samples sizes to do that.  But my interpretation is that this 

meets criteria for non-inferiority set forth but does not necessarily equate the therapeutic 

exchangeability. 

 Now, another potential issue with the selection of the margin -- and even in the 

proposal of post-approval studies, there was a claim that perhaps some of the success rates 

may improve because of better operator technique as time goes by and better training, and 

that is, of course, true.  But similar improvements may happen with other devices, including 

the control device and some of the -- you know, BMS.  And you wonder whether the margin 

might be affected by this constancy assumption, was assumed to be 7% rates, and it was 

observed at 6.1.  That may not be a big issue, but I think this is the source of some of the 

confusion about what's a non-inferiority criteria and whether you would be willing to 

substitute this in certain cases.  And maybe I'll just close. 

 I've got some comments about other issues, but presumably the motivation for non-

inferiority trials is that there are advantages in other dimensions; if you can show similarity 

with respect to these important endpoints, then there would be advantages in other ways 

and improvement in medical treatment and public health in totality.  Sort of question what 

the question is.  And this might occur by, as the Sponsor noted, in a more normal vessel 
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recovery and healing or the issues with, you know, the chronic issues inherent in -- that are 

associated with permanent metallic devices and so forth. 

 And the question would be how big of an advantage would have to occur on those 

types of things in order to potentially make the, perhaps, smaller detriments in the primary 

endpoints make up for that and to be comfortable with exchangeability, and could it be 

quantified in such a way that a totality or composition of the effects could be evaluated and 

then you'd see whether you're sort of globally superior, in a sense.  Because I think, as a 

patient or a treating clinician, I would -- in some ways, the practical question is why, tell me 

why it would opt for BVS over XIENCE given, let's say, a potentially 3% level of inferiority is 

consistent with the data. 

 There are some potential safety concerns between scaffold and stent thrombosis 

and cardiac safety events in small vessels and did not appear to be substantiated benefit on 

the angina or revascularization and some of the other things.  Thank you. 

 DR. PAGE:  Thank you. 

 Dr. Patton. 

 DR. PATTON:  I think a lot of the things I was thinking about are -- follow from what  

Dr. Evans has already said very coherently.  I agree with much of what you said, particularly 

your comment about cardiology, which I think is an understandably very hopeful specialty.  

And I was considering what it would be like to have a conversation with a patient about the 

pros and cons of using the Absorb versus the XIENCE stent, and considering that the choice 

to use the BVS is really one of hope for the future, that you will have a better outcome 

because not having metal is more meaningful than just not having metal, but that it does 
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improve your vasomotor function, that it doesn't prove how large your vessels are in the 

end or that your cardiac surgeon has a better option for you.  And those data aren't quite 

there yet. 

 DR. PAGE:  Thank you. 

 Mr. Frankel. 

 MR. FRANKEL:  I want to echo that also.  Dr. Krucoff had said before that the 

importance of empowerment of patients with proper education as well, and that's 100% 

true and a very important aspect of the new technology.  But on the other hand, all the 

different factors that were just mentioned in terms of safety, from a consumer vantage 

point, the question that I have, listening to all the data and seeing the presentations, is if 

someone that comes to the physician's office that has to make that decision as to which are 

out there, which to take, with the tremendous numbers that are presented with the existing 

option of XIENCE versus the new option, the argument that I heard the most often 

mentioned would be not to have metal or a foreign object within you. 

 I think that there is a large patient population whose focus would primarily be on 

safety more than anything else, and what causes pause is the fact that there's the known 

and the unknown factors, the question marks that exist over here, which we might not have 

with the stents already available is something that it would be a difficult challenge to 

explain why a patient should go that route.  Now, I understand that there's the arguments 

there made in terms of future bypass and other more unusual circumstances, if you're 

looking at the global vantage point, so for that reason, that's one of the primary questions I 

have as a consumer representative, is those unknown factors and making the argument that 
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it's a better option for someone who doesn't care about the fact of having a foreign or 

metal within them, which is something that I think was a trend of listening to the patients 

that were testifying today, so that's, I  think, the key factors that I wanted to know. 

 DR. PAGE:  Mr. Frankel, I find your comments very insightful and helpful.  I will point 

out, while we want to be patient-centered and give -- empower patients, a lot of the 

decision that a patient would make is going to be based on how you tell the story and 

explain the situation.  The Sponsor showed it twice, I think their early slide talked about this 

being available for patients who choose to have an absorbable stent, and the second time 

was when patients and their doctors choose to have an absorbable stent and we need to 

help our patients choose. 

 How you tell, how you explain it makes a big difference.  If you explain that there is 

10 years of great experience with this device, and head to head in this trial it not only 

wasn't inferior, but head to head the numbers were numerically favorable toward the metal 

stent and it's going to be there holding up your vessel, you could tell a story that would 

make one sound more advantageous than the other.  So I guess I -- but your perspective is 

valuable, and it's something I'd like the Panel to be able to comment on in terms of safety 

and effectiveness here for this device.  

 Dr. Laskey. 

 DR. LASKEY:  So this particular non-inferiority trial is a bit of a departure from, well, 

let's trade a little bit of efficacy but preserve safety.  Haven't really done that.  But to follow 

up on something that Scott was, I'm sure, thinking about but didn't get to -- so this 

composite endpoint, and we've read -- people in this room have written scholarly articles 
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on the composite endpoint and its hazards, and we have components here that go in the 

wrong direction, and that doesn't sit well with me.  I know they're not statistically 

significantly different, and they're not supposed to be, but everything here goes in the 

wrong direction or in the direction that you wouldn't like to see if you were having an 

informed discussion with a patient. 

 So that story about components that behave aberrantly is a bit of a, quote, "signal" 

to me, that perhaps things are not quite as safe as they might be, and I personally can't 

blame everything on the small vessel.  There's still a sizable portion of numerical hazard 

here, which is outside of the 2.5, 2.75, 2.25 discussion. 

 DR. PAGE:  Thank you. 

 Other comments? 

 Yes, Dr. Connor. 

 DR. CONNOR:  Yeah, I think to add to what Dr. Laskey -- and sort of what I was 

thinking about, reading the whole panel pack, was that I would have to ask my doctor is, I 

think, as a statistician who gets the numbers but not as a cardiologist, is really what is the 

long-term benefit.  Like if I were betting what's going to be best for me in the next year, I 

would pick the XIENCE stent, you know, but I think I would really push my cardiologist to 

explain why is it good not to have metal, what are my long-term advantages, what might I 

need down the road that I can't get because there's this stent in there, and I felt like that's 

what, you know -- at least on an n=1 basis, if I or a parent ever needed this, what I would 

need to know and that's, I think, what wasn't made clear in terms of this is non-inferior, but 

usually there's some advantage.  And maybe, you know, the increase in options in such long 
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term is what wasn't exactly clear to me. 

 DR. PAGE:  Thank you. 

 Other comments? 

 Dr. Lange. 

 DR. LANGE:  I'm more persuaded by the vessel size being important, and I go back to 

the Sponsor slides, the CO-70, which is replicated by the FDA as well.  It shows when the 

vessel is less than 2.25, there is a difference, and as Dr. Laskey mentioned, all the 

parameters, all the components seem to move in the wrong direction.  But for the vessels 

that were more than 2.25 mm, they track identically in terms of outcome.  I say outcomes, 

6.6 versus 5.5%.  And then at that point, as Dr. Connor mentioned, it behooves the 

physician and the patient to talk about the risk and benefits of both, but I think it's both 

safe and effective in the larger vessels. 

 DR. PAGE:  Thank you, Dr. Lange. 

 Other comments from -- Dr. Zuckerman. 

 DR. ZUCKERMAN:  Thank you, Dr. Lange. 

 But as Dr. Evans or Dr. Connor would indicate, there are some perils to subgroup 

analysis, but be that as it may, they have nicely pointed out some of the problems with 

interpretation of this trial.  So the question I have for you is the independent data that the 

Sponsor has shown from outside U.S., did that help make you feel more comfortable with 

the subgroup analysis that you just suggested?  Has it helped replicate your feelings? 

 DR. LANGE:  It has.  And particularly the data provided by the FDA, looking at the 

studies done outside the U.S., which seem to replicate those findings as well.  The smaller 
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the vessel, the more likely there is to be problems.  And it's not surprising.  The larger stent 

struts, thicker stretch, thicker stents, and even with drug-loading stents, the smaller the 

vessel size, the more complications.  So I felt comfortable.  The other thing I would agree 

with, with Dr. Evans, it's the first time I've heard a statistician say he actually exaggerated, 

and I would agree, that happens occasionally. 

 (Laughter.) 

 DR. PAGE:  Thank you, Dr. Lange. 

 Dr. Somberg. 

 DR. SOMBERG:  Yes.  You know, one of the concerns I had with a previous panel was 

the lack of long-term follow-up, and we didn't have durability.  It turned out that that 

product turned out to be a leader in the field, and in fact, in two areas they turned out to be 

leaders in the field, and I was negative.  And Dr. Zuckerman is smiling.  I think one of the 

saving graces here is that we are not distressing -- we have 1-year data and no data beyond 

1 year, and this is made of plastic polymer-like materials, and therefore it might just fall 

apart in a year and a half and the vessel fall apart or something. 

 So although the data isn't robust, it is reassuring.  So we have, in our current system 

of device approval, we have a non-inferiority study agreed upon by the FDA and the 

Sponsor; we have data that has very small trends that are negative, but at the same time, 

we have multiple devices on the market, some being better and some being worse, and it is 

for the physician -- and at times the patient, but mostly the physician -- who guides the 

patient in the choice of these interventional devices, et cetera, so I am reassured.  I agree 

with Dr. Lange, you know; it's very strong, the evidence, that there is a signal with the small 
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vessels. 

 And when you look at the totality of the evidence here, it's -- this meets the 

reasonable burden standards.  What we have, and I think what a lot of us are wrestling 

with, is we have this concern that the real benefits of this device are just not defined, and 

the Sponsor has a number of studies, and the good thing about our system, capitalist 

system, is -- that some people don't believe, but I believe it's very good -- is that we have 

competition.  And, in fact, this Sponsor has an excellent device, the XIENCE stent, so they're 

not going to be overselling this one to hurt their other sales; they're going to be trying to 

find the niches that it goes into. 

 So I'm not worried that they're going to come up to every dumbfounded cardiologist 

and say, oh, you know, you're not going to need -- you're not going to need this and that, et 

cetera.  These are the people who insert these, are highly knowledgeable about this in 

identifying the right niches for it. 

 DR. PAGE:  Thank you, Dr. Somberg. 

 DR. SOMBERG:  Okay, sorry. 

 DR. PAGE:  No problem.  Thank you. 

 Mr. Thuramalla. 

 MR. THURAMALLA:  I just wanted to add and bring to the attention of slides number 

79 and 80 from the Sponsor, which gives some more information about that 100-plus 

patients that followed up, up to 2 years, and additional patients were followed up, 800 for 3 

years and more than 100 patients for 5 years.  So there is some long-term data in addition 

to that question. 
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 DR. PAGE:  Thank you for pointing that out. 

 Dr. Zuckerman. 

 DR. ZUCKERMAN:  I just want to go back to Dr. Somberg's good comments a moment 

ago.  Number one:  This Panel shouldn't be interested in knowing how many stents, how 

many BVS stents versus XIENCE stents might be sold in a particular country.  But the point 

that Dr. Somberg made before that is an extremely important one for the Panel to 

understand and, I think, helps put Dr. Evans' excellent comments in context.  As 

Dr. Somberg indicated, the standard is a reasonable assurance of safety and effectiveness, 

and that's why, even though the trends don't look in the right direction for the new device, I 

think all the Panel members need to reckon with the concepts that Dr. Evans has proposed. 

 Number one:  Dr. Evans, I would encourage you to query the interventionalists here.  

This is probably the best in class or near best in class comparator.  Two:  The constancy of 

drug-eluting stent rates over the last few years probably suggests a constancy over the next 

few years.  So the points that you're bringing up are extremely important, and it would be 

very beneficial for the interventionalists to respond to your good comments to help 

everyone think about the ramifications of this particular trial and the overall totality of the 

data.  So maybe an experienced interventionalist like Dr. Vetrovec could comment. 

 DR. VETROVEC:  Well, I think that -- I'm convinced that this is safe within the way it 

was defined, and studies often have funny aberrations that we never do understand.  And 

the other thing that I would point out, there's a lot of talk that the 2.25 didn't -- 2-2-5 didn't 

do as well and -- but if you take that out, it didn't totally affect it.  But it may well be that 

better treatment of even the larger lesions, which has become obvious since the trial was 
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done, would help alleviate some of that.  So I think that one of the problems with all of 

these things is they're a little bit of a moving target, and having done this for 39 years, it's a 

long -- there's just a lot of variation in things that you learn, and they improve along the 

way. 

 So I think this is close enough within the fact that it's safe, that it's very reasonable 

to consider moving ahead with the hope that the long-term benefits are going to be real, 

and I think there's every reason to hope for that. 

 DR. PAGE:  Dr. Zuckerman, I'm going to try to summarize, and I'll look to the Panel to 

make sure I'm adequately conveying the perspective.  I think generally the Panel believes 

that there is reasonable assurance of safety and effectiveness shown here, but with some 

concerns, and among the concerns, the fact that the point estimates actually consistently 

go the wrong way, although for fairly minor differences.  There is the concern about post 

hoc analysis but also an understanding and, I think, a general comfort that we're seeing a 

real signal in terms of the smaller vessels, and hope that with better patient and lesion 

selection, the numbers would be improved. 

 In addition, there is concern about unknown factors.  Follow-up is not what we wish 

it might be, but looking especially outside the U.S., we're seeing some comfort there.  And 

while an absolute benefit is difficult to demonstrate, if it's just not any worse, why would 

one choose this device; I think Dr. Patton put it nicely that there is hope for the future in 

these patients, and I would say a future in terms of what's been learned in terms of the 

actual procedural aspects where outcomes are hoped to be better in the future. 

  Does this satisfactorily summarize for you, Dr. Zuckerman? 
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 DR. ZUCKERMAN:  I think that's a very good summary of a very good discussion. 

 DR. PAGE:  I'll ask Dr. Brothers to move us on to Question No. 2, then. 

 DR. BROTHERS:  Questions 2 through 4 all relate to the use of BVS in small coronary 

arteries:  In the ABSORB III trial, a target vessel size inclusion criterion was a reference 

vessel diameter determined following pre-dilatation of ≥2.5 mm (as visually assessed by the 

operator).  Visual estimates of coronary artery dimensions typically overestimate true 

vessel diameters as measured by angiographic core labs using quantitative coronary 

angiography.   

 In both treatment groups, event rates were higher in subjects with a QCA-assessed 

RVD <2.25 mm as compared with a ≥2.25 mm RVD.  However, except for ID-TLR, the event 

rate differences between the BVS group and the XIENCE group were greater in subjects with 

a <2.25 mm RVD treated artery (most notably for rates of TLF, target vessel MI and 

scaffold/stent thrombosis).   

 Please comment on the clinical significance of the higher event rates observed when 

a BVS was implanted in an artery with a QCA-assessed RVD of <2.25 mm.  

 DR. PAGE:  Dr. Brothers, I'm afraid we're going to have trouble parsing this out to 

three separate questions, so would you mind please reading Questions 3 and 3a?  And 

probably 3(b). 

 DR. BROTHERS:  Okay.  So Question 3:  The sponsor proposed the following 

precaution and warning for the Absorb GT1 BVS Instructions For Use: 

 Precaution:  In small vessels (visually assessed as ≤2.75 mm), on-line QCA or 

intravascular imaging is strongly recommended to accurately measure and confirm 
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appropriate vessel sizing (≥2.5 mm).  

 Warning:  If quantitative imaging determines a vessel size <2.5 mm, do not implant 

Absorb.  Implantation of the device in vessels <2.5 mm may lead to an increased risk of 

adverse events such as myocardial infarction and scaffold thrombosis. 

 Question 3a:  Please comment on the adequacy of the proposed Precaution to 

recommend that operators utilize on-line QCA or intravascular imaging to confirm that the 

target vessel is appropriately sized for safe and effective use of a BVS.  In your 

deliberations, please also consider whether the BVS clinical data and operator expertise 

adequately support the proposed visually assessed ≤2.75 mm diameter threshold for the 

use of quantitative imaging to confirm the selection of appropriately sized vessels for 

scaffold implantation. 

 And Question 3b:  Please comment on the adequacy of the proposed Warning 

against the use of a BVS in vessels with an RVD <2.5 mm. 

 DR. PAGE:  Thank you very much.  I think it will be valuable for us to discuss the issue 

and how we interpret it as we go, so thank you for allowing us to combine Questions 2 and 

3 for purposes of discussion.  Who would like to jump in, in terms of expressing any concern 

they might have?   

 But frankly, I've already heard concern expressed, so Dr. Zuckerman, I think I can 

probably summarize for Question 2.  As you heard in the earlier discussion, there is concern 

about clinical significance in smaller vessels, and the issues of how to approach this we're 

going to be taking up further, but there appears to be a clear signal, and I think everyone in 

the room is in agreement that this procedure shouldn't be provided for vessels in, let's say, 



206 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

206 

 
at least the smaller range. 

 Does that meet with your satisfaction in terms of Question 2? 

 DR. ZUCKERMAN:  Yes, it does. 

 DR. PAGE:  So let's move on.  I'm now interested in the perspective of the Panel with 

regard to these other questions as to how to take this on and adequately interpret the data 

and then use the data to provide guidance for physicians and their patients. 

 Dr. Lange. 

 DR. LANGE:  Notwithstanding Dr. Laskey's comments that are correct, that 

oftentimes we don't use measurements, I'm concerned that even vessels of 3.0, that 26% of 

the time they were actually less than 2.25 mm, and so vessels that appear to be 2.75 or 3.0, 

having some assessment, I think, is important.  And on-line QCA, you might include digital 

calipers in that as well.  They're noninvasive, and it adds a minimal amount of time.  But I 

would, rather than saying 2.75, I would advocate for vessels that are considered to be 3.0 or 

less. 

 DR. PAGE:  And you were quoting data from the discussion that we had at the Panel's 

request, and I just want to make sure the number you threw out there is correct.  So let me 

rephrase it and then just get confirmation in terms of the Panel's understanding and the 

Sponsor, if necessary.  What you were saying is when an operator is estimating, just by eye, 

that the vessel is 3.0 or larger, in fact, 20% of those are -- 

 DR. ZUCKERMAN:  26.3. 

 DR. PAGE:  26.3. 

 DR. LANGE:  So let me rephrase that, not 3.0 or larger, it's 3.0.  So in other words, it 
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was 3.0 -- 

 DR. PAGE:  Thank you. 

 DR. LANGE:  -- they were wrong 26 -- if they were larger -- 

 DR. PAGE:  So -- 

 DR. LANGE:  -- they were less. 

 DR. PAGE:  -- one-quarter of the vessels with someone not using any quantitative 

analysis would actually, in quantitative analysis, be found to be -- 26% are what size again? 

 DR. ZUCKERMAN:  2.25 or less. 

 DR. PAGE:  2.25. 

 Comments about this from the Panel?  Dr. Somberg. 

 DR. SOMBERG:  We sort of had this conversation before because that assessment 

was made prior to the understanding of the severity of putting the Absorb in a vessel that 

was smaller than 2.5; therefore, the interventionists had a more casual attitude.  Once the 

importance of the sizing is known, we really don't have the data to go 3.0, maybe 3.25, and 

what is this quarterly estimate?  That just happened to occur. 

 So I mean, I think what the Sponsor has done is useful, and they even presented 

some evidence, although I must say I was a little confused at how it was presented, but they 

presented some evidence that Dr. Stone did that just mentioning these things has cut things 

substantially.  So I think there will be people who will read this who will take it serious and 

do that, and occasionally there's an outlier who, regardless of what you do even if you 

require it and, you know, send in the Attorney General's office, will still not use quantitative 

measures.  So I think, you know, it's just -- the porridge is just the right temperature. 
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 DR. PAGE:  Thank you. 

 Dr. Connor. 

 DR. CONNOR:  Right.  So I certainly share Dr. Lange's concern but I also -- you know, I 

always think about how we hear, you know, FDA doesn't regulate the practice of medicine, 

so in a way it doesn't matter what we say, right?  I mean, the docs are going to do what the 

docs are going to do, and we can't force them to measure something.  I think it's 

appropriate that we say, you know, note that it was overestimated by 0.33 mm on average, 

and so when making this cutoff of 2.5, think carefully of whether you have, and I think leave 

it at that is a good compromise. 

 DR. PAGE:  Dr. Brindis. 

 DR. BRINDIS:  Yeah, I share Dr. Lange's concern, but I was assuaged by the interim 

analysis of ABSORB IV showing that knowledgeable physicians are making better choices in 

terms of vessel sizes. 

 DR. PAGE:  Thank you. 

 Dr. Zuckerman. 

 DR. ZUCKERMAN:  Okay, I would just like to respond to Dr. Connor's comment.  

While FDA doesn't regulate the practice of medicine, we regulate device approval.  It's true 

we are a public health agency, and therefore, we're obliged to try to best inform physicians 

and the public, and what I've heard in a prior discussion, and what I'd like to ask your 

opinion, is there's a way to put the data in the label and then make a recommendation such 

that people might actually want to read the label or the Sponsor might want to actually 

quote the label?  And I'd like to hear your comment about how about just putting the data 
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that you were able to derive in the label so we can better understand these 

recommendations. 

 DR. CONNOR:  Right, yeah.  Thanks for asking me that.  Because yeah, none of what 

we saw satisfied me on how I would present it or how I, as a doctor, would want to see it, 

so I think it would be fair, given that docs seem to round things to the nearest quarter of a 

millimeter, to put, you know, what was the TLF rate and these other rates per quarter 

millimeter so they can see that there is this increased risk at 2.5 and even put that 

according to their -- because it's their visual one, that table would capture this idea of this 

overestimation of that. 

 DR. PAGE:  Dr. Lange. 

 DR. LANGE:  Apropos to what Dr. Somberg mentioned, I bet if I showed Dr. Popma a 

lesion and said is this 3.0 or 2.25, he'd be right more often than wrong just because he's 

done that for so long, he's trained himself.  So the first several times you say it's 3.0 and you 

do a QCA and realize it's 2.25, you stop calling it 3.0.  I mean, you start calling 2.25.  And so 

that changes how you grade things. 

 DR. PAGE:  Other comments? 

 Yes, Dr. Brinker. 

 DR. BRINKER:  So, Bram, how dramatic a warning are you thinking of putting about 

the 2.25?  Something other than "Warning," or something that has a black box around it? 

 DR. ZUCKERMAN:  No, I don't think we've gotten to the warning yet.  I think we're 

talking about the precaution and when is on-line QCA or intravascular ultrasound 

recommended.  And all I was suggesting is that before putting that recommendation, just 
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indicate, as several people have, that in this study, even when the visual estimate was 

2.75 mm, one-quarter of lesions were less than 2.25, so people will better appreciate why 

that precautionary statement is there.  We can then move to the warnings if people are 

ready for that. 

 DR. PAGE:  Let me just double-check on the numbers you quoted.  I thought  

Dr. Lange and Dr. Connor were saying at 3.0 estimated as 0.25 or so, and at 2.75 it's 

estimated about half of them or less than 2.25. 

 DR. ZUCKERMAN:  You are exactly correct, and I think putting in both numbers would 

be helpful. 

 DR. PAGE:  And we are -- we're mixing these together, but since we're starting to 

come to some -- nearing consensus, perhaps, let me just address our attention to the first 

part of 3a, which is recommending on-line QCA or intravascular imaging for safe and 

effective use of BVS.  Should this be part of the recommendation, and if so, do you believe 

-- what percent of operators do you believe will actually be doing this? 

 (No response.) 

 DR. PAGE:  Dr. Laskey, say something, please. 

 DR. LASKEY:  This is the high road here.  We have to say what we feel is in the best 

interest of both medicine and the patient, so we need to cut -- I agree with the thresholds 

that were mentioned here, that it should be assessed using something other than the 

eyeball if it encroaches on 3.0 or less because of the downside of being wrong, which is not 

acceptable, at least the data that we've been given.  So we have to say what we have to say.  

If people want to do eyeball twice or call someone else in and average that, that's -- let 
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them do that.  But I think we have some science here that we need to adhere to. 

 DR. PAGE:  Thank you. 

 Ms. Schwartzott. 

 MS. SCHWARTZOTT:  As a patient here, I'm a little nervous about this.  I would want 

my physician to do the imaging and I think that -- I mean, we're confused about the 

statistics, and we've been going back and forth over that.  I think that what they have 

learned needs to be clarified, and it should be very specific, and that should be put in the 

warnings for the physicians, how important it is that these smaller arteries, you know, that 

there's a higher risk for that.  So for me, I would want that imaging to take place and for the 

doctors to be aware, so I think that's a very important thing to focus on. 

 DR. PAGE:  Thank you very much. 

 Dr. Vetrovec. 

 DR. VETROVEC:  I think there's one other thing we've left out of this.  When the 

lesion is looked at and first assessed, the doctor may say, well, I'm considering this or this.  

But then if they're going to treat it planning for BVS, they're going to put in a balloon and 

they're going to dilate the balloon, which is part of the pretreatment lesion preparation.  

And the size of the balloon they put in and how that looks relative to the artery ought to be 

very helpful to them about what the realistic size of the vessel is. 

 So there's one other piece of information that we haven't really talked about to this 

point, and I think that needs to be kept in the thought of they're not committed to do a BVS 

at that point if it looks like it was too big a balloon or the balloon they used was a 2.5 and 

the vessel is just barely able to accept that, then that's a piece of information.  And I think 



212 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

212 

 
that will help operators a lot.  They can still put in a bare metal stent at that point.  I mean, 

a drug-eluting metal stent at that point. 

 DR. PAGE:  Thank you. 

 Yes, Dr. Evans. 

 DR. EVANS:  Well, I guess taking sort of a pragmatic view of it, the one thing that 

might be unclear from the label is whether this -- or maybe it's well known, that the size is 

often -- visually, you don't estimate it correctly all the time.  And that somehow unless 

people reading the label are aware of that, they're working on suboptimal information.  So 

somehow you either have to make the label or make the adjustment in the label that when 

you look at it visually, there's a cutoff, either taking into account that there's -- you know, 

it's not estimated right, often not estimated right.  Or you put something in the label that 

says this specifically, that it's often poorly estimated, and therefore they can make at least 

an informed decision. 

 DR. PAGE:  Thank you. 

 Dr. Zuckerman, I'm going to try to summarize and see if I'm getting this right.  In 

terms of the recommendation that operators use on-line QCA or intravascular imaging to 

confirm the target vessel size, in general that is something that we, in an ideal world, would 

want operators to consider.  I'm hearing consensus, and let me look around to the panelists, 

that there's greater comfort with less than 3.0 mm for a threshold to use quantitative 

measures.  I'm looking at the panelists.  Am I getting that right, or are there people who are 

holding back for 2.75? 

 Perhaps with an explanation and recommendation that judging by eye at 2.75 
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doesn't do a good enough job to adequately assess for the concern, which brings us to 

Question 3b, which I'm hearing consensus that there needs to be certainly a warning about 

vessels of RVD less than 2.5. 

 Is that summarizing adequately, Dr. Vetrovec? 

 DR. VETROVEC:  I guess the one thought I had was maybe -- I like the idea that 

somebody was going to put in what the estimate, this estimate was for 2.75 versus 3.0, so 

you'd have a continuum of information.  And perhaps the label could read something like 

it's advisable that -- 2.75 to consider other imaging, and it may be, if you're concerned, at 

3.0 is also useful but not make it such a requirement. 

 DR. PAGE:  So you want to soften that somewhat. 

 Dr. Brindis. 

 DR. VETROVEC:  Yes, yes.  Because I think, again, they're going to get additional 

information from balloon size. 

 DR. BRINDIS:  Now, I actually predict that if the FDA goes forward in approving the 

device, that this BVS will be a paradigm shift for many of our cath labs and increased 

utilization of imaging, in a good way. 

 DR. PAGE:  Thank you. 

 So, Dr. Zuckerman, does that approach -- adequate summary of our discussions 

regarding this important issue? 

 DR. ZUCKERMAN:  Yes, it does, with the caveat that Dr. Vetrovec just mentioned, 

that we have as much data as possible to help operators.  In fact, Dr. Connor has also 

supplied nicely a figure already. 
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 DR. PAGE:  I think -- I don't see the figure, but I can only imagine it being very 

valuable. 

 (Laughter.) 

 DR. ZUCKERMAN:  It is. 

 DR. PAGE:  In all seriousness, this is something where we want to educate the 

operator, and the operators want to do the right thing.  They may be excited about the 

technology, but if they're going to put the person at risk, they aren't going to want to do 

that, and to educate that the eyeball is not necessarily as good as you think, especially in a 

well-conducted trial like this, bringing in other imaging, I think, is indeed going to be a good 

thing. 

 Are we ready to move on to Question 4? 

 DR. ZUCKERMAN:  No, we aren't because we need to talk about the exact wording of 

the warning statement. 

 DR. PAGE:  Fair enough, thank you. 

 So to remind you, please comment on the adequacy of the proposed warning against 

use of a BVS in vessels with RVD less than 2.5, and we can go back to the preamble for 3.  

And the warning is -- I don't need to read it.  You all have it in front of you.  Comments or 

concerns about -- I thought I was seeing consensus that that was a satisfactory warning with 

the caveat of what we already gave in terms of recommendation, but let me just see, hear 

from the Panel how you would want to modify this warning. 

 Dr. Brinker. 

 DR. BRINKER:  I'm not sure I want to modify it, but I think this is the most -- if you 



215 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

215 

 
want to get people's attention to this in ways of ensuring that they're 2.5 or above, a 

warning is necessary, and the more obvious and prominent the warning, the more likely 

they'll do it.  And usually that's done when you enhance the warning graphically with a 

black box.  Now, I'm not saying this needs to be done, but it would do -- if you're worried 

about physicians doing all the things they should do to not do a small vessel, that's what I 

would propose. 

 DR. PAGE:  So you like the warning, but make it a big warning? 

 DR. BRINKER:  Yes. 

 DR. PAGE:  Fair enough. 

 Dr. Laskey. 

 DR. LASKEY:  I would also suggest that since our world revolves around 3.0, that just 

say less than 3.0 instead of small coronary arteries.  That gets people's attention.  They 

think of 3.0 as the -- 

 DR. PAGE:  Which are you referring to? 

 DR. LASKEY:  So for the -- you know, in terms of constructing the language for a 

pseudo box or -- 

 DR. PAGE:  But right now we're talking about the warning. 

 DR. LASKEY:  Yeah, but when we're talking about small coronary arteries, I think we 

need to be clear from the get-go in the language here that what we're talking about is 

vessel size less than 3.0.  I'm just backing up a little bit. 

 DR. PAGE:  Well, yeah.  I thought -- yeah.  I thought that -- we'd come to consensus, I 

thought, for the precaution part.  This is about the warning part. 
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 DR. LASKEY:  Right, I'm not -- did we agree on 3.0? 

 DR. PAGE:  Yes. 

 DR. LASKEY:  I just think that 3.0 is a number that comes up. 

 DR. PAGE:  Yes, 3.0 is the number.  We came to consensus on that.  Right now we're 

just discussing the warning in slide 170, just under "Warning."  Are you okay with that? 

 DR. LASKEY:  Sorry, yeah. 

 DR. ZUCKERMAN:  Okay, so I think I understand the spirit of Dr. Brinker's comment.  

Right now this most important warning is actually the last warning and is not that evident, 

(a).  And (b), the FDA can supply some additional data as to why this warning is extremely 

important in terms of the actual stent thrombosis rates and restenosis rates seen in this 

trial. 

 DR. PAGE:  Yeah, I think giving some numbers around that would only be helpful.  

 Shall we move on to Question 4? 

 Dr. Brothers. 

 DR. BROTHERS:  The event rate differences between the BVS group and the XIENCE 

group were more pronounced in subjects with diabetes mellitus and a QCA-assessed 

<2.25 mm RVD treated artery (most notably for the rates of TLF, target vessel MI, and 

scaffold thrombosis) compared with diabetic subjects with a ≥2.25 mm RVD.   

 Please comment on whether or not the Instructions For Use should include 

additional language regarding an increased risk for adverse events when a BVS is implanted 

in small vessels (angiographic core lab-assessed RVD <2.25 mm) in patients with diabetes 

mellitus. 



217 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

217 

 
 DR. PAGE:  Dr. Lange. 

 DR. LANGE:  I would recommend not including this because this applies to all 

patients, not just diabetics.  In other words -- and I think this just clouds the issue.  You may 

say, well, it's a small vessel but it's not a diabetic, and I'd just say basically what we said is 

you shouldn't be putting it in vessels less than 2.5, period. 

 DR. PAGE:  Fair enough. 

 Dr. Connor. 

 DR. CONNOR:  Yeah.  So I was going to ask a clarifying question, right.  In theory, 

we're saying don't do that at all anyway.  But given that docs may use it off label, is the 

actual question here whether there should be an additional precaution that basically says if 

you're going to use it off label in a smaller vessel, don't do it in diabetics? 

 (Laughter.) 

 DR. CONNOR:  Because that's how I interpreted it, reading between the lines.  Is that 

what we're being asked? 

 DR. VETROVEC:  Maybe, Bram, in those comments that you make that are more -- 

 DR. PAGE:  Your microphone. 

 DR. VETROVEC:  -- expansive.  It could say something to the effect that this 

difference is magnified in diabetics and leave it at that. 

 DR. ZUCKERMAN:  There you go.  And then in the clinical trial section of our label we 

can also indicate what the actual results are. 

 DR. PAGE:  Further clarification or comments from the Panel? 

 (No response.) 
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 DR. PAGE:  So, Dr. Zuckerman, again, I think we're advocating to educate the 

operator as much as possible, but not to give them an out as if -- a small vessel is 

appropriate without diabetes, I would -- I agree with Dr. Lange, we don't want to cloud the 

issue.  We made a clear statement with regard to vessel size.  It's even worse in any patient 

-- one needs to be extra careful in terms of diabetes. 

 Does that satisfactorily address the issue for the FDA? 

 DR. ZUCKERMAN:  Yes, it does.  Thank you. 

 DR. PAGE:  Thank you. 

 Dr. Brothers, shall we go on to Question 5, please? 

 DR. BROTHERS:  In the ABSORB III pivotal study, the BVS met its non-inferiority 

endpoint for the rate of TLF at 12 months but with the caveats as presented in Question 1.  

There are additional clinical outcomes data for BVS patients from other non-US studies to 

supplement the ABSORB III results.   

 Please comment on whether or not the PMA includes adequate follow-up data in a 

sufficient portion of the patient population identified in the proposed indications to support 

a reasonable assurance of safety and effectiveness.  If the duration of follow-up is 

insufficient, please comment on how much additional follow-up data from the ABSORB III 

trial should be provided to demonstrate a reasonable assurance of BVS safety and 

effectiveness. 

 DR. PAGE:  Thank you very much.  I'll call on the Panel. 

 Dr. Somberg. 

 DR. SOMBERG:  Follow-up is always an issue.  Often we don't have adequate follow-
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up.  Here we have more follow-up with this particular device than many times we do.  Is it 

adequate?  It's a real quandary because obviously the number is very small and the 

potential implant population is very large.  But given that we have seen no signal in any 

preclinical work and no signal in the very small 3, 4, 5-year follow-up, I would say it's -- and 

I'll add, with such a good FDA vigilance on this subject, we could move forward. 

 DR. PAGE:  My impression is we discussed this, and now you're summarizing the 

consensus when we addressed Question 1.  I'm looking at the Panel for any further 

clarification.  So seeing none, Dr. Zuckerman, to answer Question 5, while we all wish we 

would have more follow-up in almost any approval process, there does appear to be 

sufficient to provide reasonable assurance of safety and effectiveness, and that makes the 

second part of that question moot because we believe that follow-up is not what would 

hold up our assurance of safety and effectiveness. 

 DR. ZUCKERMAN:  Thank you. 

 DR. PAGE:  Let's move on to Question No. 6, please. 

 Dr. Brothers. 

 DR. BROTHERS:  The BVS Instructions For Use includes the following statement in the 

Precautions section: 

 Precaution:  Post-dilatation is strongly recommended for optimal scaffold 

apposition.  When performed, post-dilatation should be at high pressure with a non-

compliant balloon. 

 In the ABSORB III BVS group, post-dilatation was performed in 64.8% of lesions.  The 

rate of BVS implantation procedural success was slightly lower when post-dilatation was 
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performed; and post-dilatation was not associated with a consistent improvement in the  

1-year rates of TLF, cardiac death, target vessel MI, ischemia-driven TLF and scaffold 

thrombosis.   

 Please discuss the adequacy of the ABSORB III trial data to support a strong 

recommendation that post-dilatation should be performed when implanting a BVS. 

 DR. PAGE:  I look to the Panel to comment, and it's kind of a loaded question 

because it talks about ABSORB III data, but also we're hearing from others in terms of 

outside the U.S., so I would open up to the entirety of the data that we have available.  

We've talked about this some, but I need panelists to speak to the record on this. 

 Dr. Lange. 

 DR. LANGE:  This is where a widely held belief by cardiologists, me being one of 

them, becomes a fact where there's not much data, and so there's really not a whole lot of 

data, but I appreciate everybody's experience.  What I would say is if this statement is put 

in, is it the -- is the recommendation regarding how big the balloon should be, that is no 

bigger than 0.5 mm, and to make it very clear.  And obviously we're concerned about using 

larger balloons and that causing problems.  Regardless of what the data show, three-fourths 

of people are -- two-thirds of people are going to do it anyway because that's -- visually 

that's what they think they ought to do.  I don't want to stop them from doing that. 

 DR. PAGE:  Dr. Lange, can you just educate us on how you came up with the number 

0.5 mm?  Does that apply -- are you wanting that in the label recommendation, and does 

that apply for all lesion size or all stent size? 

 DR. LANGE:  Regardless of whether you think it's more efficacious, in smaller vessels 
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I think it is.  I'm not sure in larger vessels it is, but what the Sponsor has done is by limiting 

it to that size, they assured that they haven't increased the complication rate, so that's the 

size that -- in the current studies the Sponsor's recommending, and I would -- I'd just make 

it very clear. 

 DR. PAGE:  So allow clinical judgment but not use a larger stent size.  And there was 

also discussion of -- 

 DR. LANGE:  Pressure, larger balloon size. 

 DR. PAGE:  Larger balloon size, thank you.  There was also a discussion of pressure.  

 Do you want to add any perspective on the pressure data we saw as to whether a 

recommendation can be made? 

 Dr. Vetrovec. 

 DR. VETROVEC:  I would suggest that the 0.5 size increased balloon might be 

modified to add, and I think that's where -- we can check with the Sponsor, but I think it's 

partly to avoid stent fracture, and I think that if that were put in, that might be a telling 

thing.  But I would encourage ideally greater than 14 atmospheres, and I think that's 

important because I think a lot of operators have been reluctant to go to high pressures for 

fear of other complications, and I think that's a thing that improves outcome many times, so 

I think that would be important to encourage. 

 DR. PAGE:  And just so I'm clear, because I'm not an interventional cardiologist, is a 

smaller high-pressure balloon used for the smaller stents? 

 DR. LANGE:  Right.  And whatever size stent you put in, the non-compliant balloon 

should be no more than 0.5 mm bigger than that, no more than that, with pressures up to 
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14 or pressures above 14 atmospheres. 

 DR. PAGE:  Great.  So just to clarify, no more than 0.5 greater than the stent that was 

placed and with -- Dr. Simonton. 

 DR. SIMONTON:  So the label will already have in it to -- for precautions on the 

scaffold itself, that the scaffold can't be expanded more than 0.5 mm beyond nominal 

because of the risk of strut fracture.  That would not be the right kind of language for 

limiting the size of the post-dilatation balloon necessarily, which really should be sized.  The 

way we've done in our training is one-to-one sizing to the referenced vessel is -- the idea 

with the NC balloon is you want to go to high pressures but you don't want to oversize the 

vessel, and the 0.5 applies more to the scaffold. 

 DR. PAGE:  That's very helpful clarification.  And this can be taken care of offline.  I 

want to get back to the question at hand, though, and that is, is there consensus among the 

panelists that we are comfortable with having a strong recommendation for post-implant 

for dilatation?  And I'm looking for nods. 

 Dr. Somberg. 

 DR. SOMBERG:  I think it should be stated that the people who had the most 

experience with this, hundreds to a thousand cases are recommending this, so I mean how 

can we not go on with -- you know, without a controlled trial?  You have to base it on 

experience. 

 DR. PAGE:  Well said. 

 So, Dr. Zuckerman, with the caveats that were just stated, the Panel is comfortable 

and believe, while it's almost a loaded question, the data aren't what we might expect, but 
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our respect for the operators and the learning curve and the data that we have that we 

would -- they were comfortable with a strong recommendation and based on how the trial 

was and is and implants are being conducted at a size appropriate concurrent with the 

scaffold size and at 14 atmospheres.  Does that satisfactorily address the issue? 

 DR. ZUCKERMAN:  Yes, it does.  Thank you. 

 DR. PAGE:  Thank you. 

 Question No. 7, post-approval commitments. 

 Dr. Brothers. 

 DR. BROTHERS:  The sponsor provided the following post-approval commitments: 

· Continue ABSORB III subject follow-up through 5 years 

· Conduct a post-approval study in 2,000 – 3,000 newly enrolled patients 

- Approximately 150 – 200 sites  

- Broader patient population and new physicians 

- Analyze low frequency events 

- Imaging sub-group to evaluate effectiveness of labeling and training 

for small vessel (<2.5 mm) enrollment 

- 5 year follow-up of safety and effectiveness outcomes 

 Please comment on any additional study objectives or design features that you 

recommend for the post-approval study and whether or not the sponsor's post-approval 

commitments are appropriate. 

 DR. PAGE:  Thank you very much, Dr. Brothers. 

 Dr. Zuckerman. 
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 DR. ZUCKERMAN:  Okay.  In addition to what Dr. Brothers just read, could the Panel 

members please look at Abbott slide 99, because this is a very important slide offered by 

the Sponsor in further development of their post-approval study to make sure that any 

potential rollout is done well, safely, and effectively. 

 DR. PAGE:  So comments from the Panel as to the adequacy of this proposed post-

approval study and any other additions that you might recommend. 

 Dr. Brindis. 

 DR. BRINDIS:  Well, I'll kick this off.  So in addition to Bram's suggestion, looking at 

slide 99, we also should look at slide 98, which talks about the comprehensive education 

and training program, which I thought was thoughtful and superb.  And I also thought that 

the concept of phased commercial launch, while a number of hospitals will be chomping at 

the bit assuming the FDA moves forward, I view it as a rational diffusion of this technology.  

And I suspect the company itself in this phased rollout will learn in the process of rolling 

out, which will only help improve the safety of our patients. 

 In terms of the actual post-approval study itself, one of the challenges that we have 

here is analyzing low-frequency events, and that's not, in all honesty, going to be able to be 

done well to our complete satisfaction in a study of, I guess, a total of 4,000 when you look 

at ABSORB III and then a post-approval study, particularly as clinicians extend the utilization 

outside the patient population that was used in ABSORB III, taking on different lesions and 

so forth. 

 So this raises a great opportunity for the FDA and the company to use a strategy that 

was an ARC-funded study looking at -- at the time, we were concerned about sub-acute and 
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late thrombosis after drug-eluting stents in the Barcelona -- I guess we'll call it the brouhaha 

in Barcelona.  And what that study did for $100,000, very cheap, is it took all of NCDR data 

related to patients who had DES and bare metal stents implanted and merged it with CMS 

administrative data, following them for 3 years looking at repeat admission, MI, death, and 

revascularization.  So it would be a very easy and cheap way of assessing things, and in 

addition, that work done in that study looked at multiple subgroups of patients in a huge 

patient population. 

 Or another way to put in perspective, the NCDR CathPCI Registry captures 90% of all 

PCIs in the United States, 600,000 a year, 50% of which are going to be CMS patients on 

average.  So we have a great opportunity in looking at safety and efficacy in new stent 

platforms cheaply for long-term follow-up. 

 DR. PAGE:  Thank you. 

 Dr. Somberg. 

 DR. SOMBERG:  I think that's a very good idea, and I also suggest that, in terms of the 

post-approval study, we should follow patients who are either continuing on dual 

antiplatelet therapy, patients who have premature termination or need for termination.  I 

also think we talked about bifurcation lesions, and we should try to do follow-up on that as 

well. 

 DR. PAGE:  What was the second one you mentioned? 

 DR. SOMBERG:  Bifurcation. 

 DR. PAGE:  Bifurcation. 

 DR. SOMBERG:  And I have a request for a clarification.  The way I read imaging 
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subgroups to evaluate effectiveness of labeling and training for small vessels, I think you're 

talking about putting it in small vessels and seeing what happens when you do that.  I think 

we want to put avoid putting it in small vessels, so I would clarify that way it's framed. 

 DR. PAGE:  Thank you. 

 Yes, Dr. Thuramalla.  Mr. Thuramalla. 

 MR. THURAMALLA:  Just wanted to bring to the attention of the Panel, the age was 

about -- the mean age was 63 years, and the gender, male, was 70 or 71%.  I've seen some 

studies where it was recommended or preferred to include equal or a decent number of 

female gender also.  So I just wanted to find out what your thoughts were in 

recommendation for the postmarket study.  And also, I think the youngest patient was 32 

years, so is it possible to try and include patients younger than 32, because the inclusion 

criteria was greater than 18 years? 

 Thank you. 

 DR. PAGE:  Anybody have any comments about that? 

 (No response.) 

 DR. PAGE:  Dr. Zuckerman. 

 DR. ZUCKERMAN:  Women, unfortunately, in many studies are always a neglected 

population, so certainly it's the intent of FDA to enroll as many women as we can in our 

post-approval studies.  You also brought up another important point, that another 

neglected population is the so-called pediatric population.  There's potential great 

advantage of using this bioabsorbable stent in many types of pediatric abnormalities.  The 

Sponsor is aware of that.  They're also aware of the fact that that would need to be studied 
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under IDE, and they will be approaching FDA per our usual routine. 

 DR. PAGE:  Thank you. 

 So, Dr. Zuckerman, with regard to Question 7, the Panel generally was supportive of 

the summarized post-approval study as per slide 179 but points out Sponsor slides 98 and 

99, which do really quite a good job.  There is always the importance of recognizing 

potential differences based on sex as well as other ethnic groups and racial groups.  The 

issue of pediatrics needs to be followed as well as the follow-up with regard to dual 

antiplatelet therapy or termination thereof. 

 There is concern that, on slide 179, the imaging -- I know it was meant to be said, but 

just the fact that we want to follow coronary size and appropriate use of stents and 

avoiding less than 2.5 mm, but I think that is fairly clear.  And finally, Dr. Brindis put in the 

suggestion that perhaps in combination with NCDR and CMS, we might be able to look for 

the uncommon events in a way that might be creative and cost effective. 

 Does that satisfactorily address the issues regarding Question 7? 

 DR. ZUCKERMAN:  Yes, it does.  And I think Dr. Brindis's overall summary comment 

about making sure that there's a rational diffusion of technology as highlighted by the 

Sponsor on slides 98 and 99 was a very important comment. 

 DR. PAGE:  Thank you. 

 So we're on to Question 8, Dr. Brothers. 

 DR. BROTHERS:  Please comment on the proposed contraindications, warnings and 

precautions in the labeling. 

 DR. PAGE:  So we've talked about some of the precautions, some of the advisories, 
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some of the data that we want to provide the operators.  Any other further comments with 

regard to this question? 

 Dr. Lange. 

 DR. LANGE:  I would just make mention in the brochure is the stents have not been 

studied in certain situations, particularly chronic total occlusions, ostial lesions, left main, 

and acute myocardial infarction. 

 DR. PAGE:  Very helpful. 

 Other comments? 

 Dr. Vetrovec. 

 DR. VETROVEC:  I just think that it's sort of a credit to us, maturity of all of us in this 

area if you think about, Bram, 2006 I think it was, about 10 years ago, there was the big 

issue about the stent thrombosis.  When you look back at that labeling, as I recall, it was 

much more open-ended, and I think physicians who are sort of almost afraid not to use a 

drug-eluting stent, that patients would be shortchanged, and I think this more rational 

approach to what we know and what we don't know and limits is really a maturing of what 

we do and think. 

 DR. PAGE:  Thank you. 

 Other comments regarding recommendations for the use of this device? 

 (No response.) 

 DR. PAGE:  It would be hard for me to summarize beyond what we've already just 

talked about, Dr. Zuckerman.  How can we be of further service to the FDA regarding 

Question 8? 
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 DR. ZUCKERMAN:  I think we've gotten what we need to get.  Thank you. 

 DR. PAGE:  Fair enough.  So now we're at the time for summations.  We have the 

opportunity for the FDA to provide summary statements.  Is there -- please welcome, state 

your name. 

 MR. JOHN:  Thank you.  My name is Mike John, Acting Chief of the Interventional 

Cardiology Devices Branch. 

 DR. PAGE:  And just for my information, were you told you have 5 or 10 minutes?  

My script says both, and I don't want to shortchange you. 

 MR. JOHN:  I was not told.  I won't take a whole 5 minutes, I promise you that. 

 DR. PAGE:  You have 10 if you need it. 

 MR. JOHN:  So on behalf of the review team, I want to first thank the Panel for their 

input today.  This is a novel first-of-a-kind device, and we recognize the importance of the 

trial, and not just to the Sponsor but to the cardiovascular space in general.  And we 

appreciate your efforts to help us interpret the study outcomes and make an informed 

decision on the application. 

 I also want to thank the Sponsor for their dedication in getting to this point.  We 

worked very, very closely and interacted with them for a number of years on this project, 

and I think they've had a fair and balanced assessment of the data throughout that time, 

which has made the process that much smoother. 

 Last but certainly not least, I want to thank the review team.  Again, what we've seen 

here today is just the tip of the iceberg.  There was a tremendous amount of work that went 

on behind the scenes at the Agency in terms of the review of this technology, from the 
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department chemists to the engineers to the drug experts as well, and I just want to 

recognize them for their energy and enthusiasm in this review. 

 Just a quick point of clarification:  I just wanted to point out, from a regulatory 

perspective, our charge is not necessarily to determine whether the BVS should be the first 

device that clinicians reach for, for use in all patients, but more specifically whether the 

totality of the data demonstrates that the BVS is reasonably safe and effective as per the 

indications.  Overall, with respect to the trial, I think the Panel identified the pertinent 

issues.  This is a trial that met its non-inferiority endpoint, albeit with some questions about 

subgroup outcomes and operator training, and we appreciate your input on those issues.  

 Thank you very much.  I'll turn it back over to the Panel. 

 DR. PAGE:  Thank you very much. 

 We'll now invite the Sponsor, and you have up to 10 minutes to give any summation. 

 DR. STONE:  So thank you.  I'm going to take 2 to 3 minutes, and Dr. Simonton will 

take less than 2 minutes.  So, first of all, I want to thank everyone on this Panel, you know, 

sitting here for the full day.  You've grappled with the exact same issues with the clinical 

trial results that we did, and you covered pretty much all the same issues.  You realized that 

this is a new technology, that it does offer hope to patients, realizing that these types of 

technological breakthroughs are important, but that's not, in and of itself, sufficient. 

 We, of course, have to protect our patients, and myself, as a physician and as a 

clinical trialist, the number one thing for me is to know that I'm doing the right thing for my 

patients.  So I'm actually speaking more than on behalf of the Sponsor.  I'm really speaking 

on behalf of my colleagues, the interventionalist cardiologists who are here, and all the 
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patients; 2,008 patients put themselves at risk, really sacrificed something by entering this 

trial.  I was moved by the patient testimonials, which I had not heard, and I think it brought 

me hope and inspiration as to why our patients in the United States allow themselves, put 

themselves in our hands and our trust to develop new therapies that are going to lead to 

better outcomes for them.  And their selfless, you know, behavior and hearing really the 

fact that they were so moved and privileged to be part of this investigation makes me 

enthused and motivated to continue doing what I'm doing.  What I think we've seen is that 

there is reasonable assurance of safety and effectiveness, but we have to be careful that 

we're treating the right patients with this device.   

 And now I can speak about the Sponsor, who I've worked with for several decades 

now as their names have changed over the years, and one thing I can say is that they are a 

very, very responsible group; they listen to us.  We are pushing them very hard to continue 

to make sure that the right patients are treated, that the right types of postmarket training 

and education is done.  And importantly, they're committed to not only doing this but to do 

large randomized trials like ABSORB IV to look for superiority, as well as additional large 

randomized trials which FDA will hopefully be hearing about soon about other subsets of 

patients that might benefit from this technology.   

 So I think together we're beginning a path.  This is not the end, but it's really the 

beginning of learning how to optimize patient selection, operator technique, procedures, 

and then of course, they will be continuing to iterate the device.  So again, personally, I'd 

like to thank you and acknowledge your difficult task.  Thank you. 

 DR. PAGE:  Thank you very much. 
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 Dr. Simonton. 

 DR. SIMONTON:  So, Mr. Chairman, Panel, and FDA, I would just like to return some 

of the thoughts that Michael John brought up, which is that this has been a long 

collaboration with the FDA with the Sponsor.  I've been in this role for 8 years; this predates 

me, the polymer and preclinical science that led to this day, the clinical science in the early 

years that led to this day, and then finally the pivotal trial, so I just wanted to return the 

compliment to FDA.  I would say that we probably -- I probably speak for other companies -- 

at this point in time, that things have really gotten better over the last 5 to 10 years. 

 And Dr. Farb and I had a chance to talk about it before today, that the collaborative 

nature of the relationship between sponsors today for this type of high-level, impactful 

technology has changed dramatically over the last 5 to 10 years and to the credit of some of 

the people sitting in the room here today.  So I just wanted to return that and also thank 

the Panel for a long day and a lot of deliberation and all the tough questions that we knew 

you would debate.  Thank you. 

 DR. PAGE:  Thank you very much. 

 Before we proceed with the panel vote, I'd like to ask our non-voting members --  

Mr. Frankel, first I'd like to ask you, as Consumer Representative, to tell us if you have any 

further comments. 

 MR. FRANKEL:  I just want to thank the Sponsor and the FDA and the Panel for the 

very articulate and eloquent presentations today.  From my vantage point as a Consumer 

Representative, I just wanted to note again that this obviously, as was mentioned by 

someone else on this Panel in terms of hope for many patients, it's a tremendous 
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potentially breakthrough opportunity for the future in this area.  On the other hand, I think 

I'd be remiss, from a consumer vantage point, to also note the hesitancy involved in terms 

of that while it's important to empower patients with the new opportunities of this type of 

technology like BVS, that they also go with very clear, open eyes in terms of the question 

marks that still exist that were discussed at length today, and the safety concerns, and that 

it's represented in that way so that although they may choose this route, which would be 

wonderful for them to have that option, that those decisions are made based on complete 

data-based information in a very transparent fashion. 

 DR. PAGE:  Thank you. 

 And now I'll ask our Industry Representative, Mr. Thuramalla, do you have any other 

comments? 

 MR. THURAMALLA:  I'd like to thank both the FDA and the Sponsor for very, very laid 

out presentations.  I'd like to also congratulate the Sponsor for conducting such a large, 

maybe one of the largest studies, in this type of product family.  And what I'm waiting to 

know is the collaborative approach within FDA and the Sponsor led to a very smooth 

conducting of the study and potentially actually approval of this particular device.  That's 

very encouraging to know.  Thank you. 

 DR. PAGE:  Thank you. 

 And finally I'll ask Ms. Schwartzott, representing patients, who are at the heart of all 

of our deliberations, if you have any further comments. 

 MS. SCHWARTZOTT:  I'd like to thank the FDA and also the Sponsor.  It really helps 

that you were so straightforward and prepared and responsible because it gives an extra 



234 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

234 

 
layer of trust.  I've been on many panels where that was not the case with the sponsors, so 

it's important.  I like that there are options now.  I did not have an option when I had my 

stent put in.  First of all, I was unconscious, but there was a little bit less -- there were less 

options available.  I would like not to have metal in my body, so that's, you know, 

something that's great for people in the future.  But it's very important to have those 

options.  It's also very important for physicians to give the information to the patients, to 

present what they suggest, but also give us the information so we can have an informed 

decision also.  But this is definitely giving us a lot of hope that there are other things out 

there.  Thank you. 

 DR. PAGE:  Thank you very much.  And while you and Mr. Thuramalla and Mr. Frankel 

don't have a vote, you have an important voice, and we appreciate your participating in 

today's panel. 

 We're now ready to vote on the Panel's recommendation to the FDA for the Absorb 

GT1 Bioresorbable Vascular Scaffold System.  The Panel is expected to respond to three 

questions relating to safety, effectiveness, and benefit versus risk.  Commander Culbreath 

will now read three definitions to assist in the voting process.  Commander Culbreath will 

also read the proposed indication for use statement for this device. 

 CDR CULBREATH:  The Medical Device Amendments to the Federal Food, Drug and 

Cosmetic Act, as amended by the Safe Medical Devices Act of 1990, allow the Food and 

Drug Administration to obtain a recommendation from an expert Advisory Panel on 

designated medical device premarket approval applications that are filed with the Agency.  

The PMA must stand on its own merits, and your recommendation must be supported by 
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safety and effectiveness data in the application or by applicable publicly available 

information. 

 The definitions of safety, effectiveness, and valid scientific evidence are as follows: 

 Safety as defined in 21 C.F.R. 860.7(d)(1) - There is reasonable assurance that a 

device is safe when it can be determined, based upon valid scientific evidence, that the 

probable benefits to health from use of the device for its intended uses and conditions of 

use, when accompanied by adequate directions and warnings against unsafe use, outweigh 

any probable risk. 

 Effectiveness as defined in 21 C.F.R. 860.7(e)(1) - There is reasonable assurance that 

a device is effective when it can be determined, based upon valid scientific evidence, that in 

a significant portion of the target population, the use of the device for its intended uses and 

conditions of use, when accompanied by adequate directions for use and warnings against 

unsafe use, will provide clinically significant results. 

 Valid Scientific Evidence as defined in 21 C.F.R. 860.7(c)(2) - Valid scientific evidence 

is evidence from well-controlled investigations, partially controlled studies, studies and 

objective trials without matched controls, well-documented case histories conducted by 

qualified experts, and reports of significant human experience with a marketed device from 

which it can fairly and responsibly be concluded by qualified experts that there is 

reasonable assurance for the safety and effectiveness of a device under its conditions of 

use.  Isolated case reports, random experience, reports lacking sufficient details to permit 

scientific evaluation, and unsubstantiated opinions are not regarded as valid scientific 

evidence to show safety or effectiveness.  The valid scientific evidence used to determine 
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the effectiveness of a device shall consist principally of well-controlled investigations, as 

defined in paragraph (f) of this section, unless the Commissioner authorizes reliance upon 

other valid scientific evidence which the Commissioner has determined is sufficient 

evidence from which to determine the effectiveness of a device, even in the absence of 

well-controlled investigations. 

 The Sponsor has proposed the following indications for use:  The Absorb GT1 

Bioresorbable Vascular Scaffold is indicated for improving coronary luminal diameter in 

patients with ischemic heart disease due to de novo native coronary artery lesions (length 

≤24 mm) with a reference vessel diameter of ≥2.5 mm and ≤3.75 mm. 

 Panel members, please use the button on your microphone to place your vote of yes, 

no, abstain to the following three questions: 

 Question 1:  Is there reasonable assurance that the Absorb GT1 Bioresorbable 

Vascular Scaffold System is safe for use in patients who meet the criteria specified in the 

proposed indication? 

 Please vote now. 

 (Panel vote.) 

 Question 2:  Is there reasonable assurance that the Absorb GT1 Bioresorbable 

Vascular Scaffold System is effective for use in patients who meet the criteria specified in 

the proposed indication? 

 Please vote now. 

 (Panel vote.) 

 The third and final question reads as follows:  Do the benefits of the Absorb GT1 
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Bioresorbable Vascular Scaffold System outweigh the risks for use in patients who meet the 

criteria specified in the proposed indication? 

 Please vote now. 

 (Panel vote.) 

 CDR CULBREATH:  Please give us a moment as we tally up and verify the official 

votes. 

 (Pause.) 

 CDR CULBREATH:  The vote has been captured, and I will read the votes now into the 

record. 

 Question 1:  The Panel voted 9 yes, 0 abstain, 1 no, that the data show reasonable 

assurance that the Absorb GT1 Bioresorbable Vascular Scaffold System is safe for use in 

patients who meet the criteria specified in the proposed indication. 

 On Question 2, the Panel voted 10 yes, 0 abstain, 0 no, that there is reasonable 

assurance that the Absorb GT1 Bioresorbable Vascular Scaffold System is effective for use in 

patients who meet the criteria specified in the proposed indication. 

 Question 3:  The Panel voted 9 yes, 1 abstain, 0 no, that the benefits of the Absorb 

GT1 Bioresorbable Vascular Scaffold System outweigh the risks for use in patients who meet 

the criteria specified in the proposed indication. 

 The three voting questions are now completed.  Dr. Page. 

 DR. PAGE:  Thank you very much. 

 I'll now ask the Panel members each to discuss their votes and please tell us how you 

voted and your -- the reason for that.  Especially if you voted no, please state whether 
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changes to labeling, restrictions on use, or other controls would have made a difference in 

your answer.  Please state your name and how you voted for each question for the record.  

 I'm going to start over here with Dr. Connor, please. 

 DR. CONNOR:  Right.  Jason Connor.  

 So I voted yes efficacy, I voted yes safety, and I pretty hesitantly voted abstain for 

the risk-benefit.  I think part of it is because it was compared to something that was so 

good, and in a way, you know, maybe we shouldn't think about this as compared to 

effectiveness, but I think it goes back to what I said.  It seems good, I'm glad it's in the 

toolbox.  Part of my abstain was because I figured the cardiologists would vote yes and I 

wasn't holding anything up. 

 (Laughter.) 

 DR. CONNOR:  But I think it really gets back to long term and is the benefit of not 

having, you know, is mechanical scaffolding still existing in there, and in part it's probably 

because I'm unqualified as a non-clinician to exactly weigh those risks and benefits. 

 DR. PAGE:  Fair enough, thank you. 

 Dr. Vetrovec. 

 DR. VETROVEC:  I lived up to his expectation.  I voted for all three, and there's always 

indecision in anything we've done.  I've done the panels for a long time, and I've obviously 

been in interventional cardiology for a long time.  I feel better about this because I think we 

better understand this than many things that we've been very enthusiastic about in the 

past, so it's certainly better studied, so that that gives me a lot of comfort. 

 DR. PAGE:  Thank you. 
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 Dr. Laskey. 

 DR. LASKEY:  So I voted nay for the safety, yea for the efficacy, and yea for the risk-

benefit.  The nay was simply reformulating some difficulty with the non-inferiority study 

design and composite endpoint with components going in a way that's not expected.  Yes, 

it's understandable, but the reservations still rattle around, and it may all go away with the 

test of time, but otherwise I felt comfortable with the decision making. 

 DR. PAGE:  Thank you. 

 Dr. Evans. 

 DR. EVANS:  I voted yes to all three questions, I think primarily because I did not 

interpret the questions to mean whether this is the best available treatment right now, 

which I'm not convinced of, but I thought it met the criteria that were set forth and the 

definitions. 

 I did want to make one or two comments that I didn't get to make, which I do think 

that there are additional analyses that could be enlightening and could improve use in the 

future, and one of them is just to simply -- there'll be a paper coming out in April that 

describes a subgroup analysis, and we had talked about the RVD issue, and basically the 

treatment effect is a function of RVD using a moving average approach to see if you can rule 

out concerning detriment at all levels.  And you can do both global and subgroup-specific 

inference with this and let the cutoff selection be data driven that way. 

 The other issue is there was a lot of discussion about the agreement between the 

visually estimated and QCA-assessed RVD, and I think the Bland-Altman plot is helpful, but 

there's another paper in JASA 2002 by an author named Lin who discussed other statistics 
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that would come in handy when assessing that agreement, including coverage probability 

where you decide upon a numerical difference that you consider to be acceptable and 

estimate the proportion of observations that would be within that distance on the specific 

area where there's concern and also a total deviation index, which would be a measure 

indicating a certain percentage within so many units. 

 And the Bland-Altman plot also would be informative because it -- the Lin paper 

discusses well when two measurements disagree; it could disagree either by accuracy or by 

precision, and the Bland-Altman plot shows that, and that mean difference might actually 

provide a correction factor that could be utilized a little bit more scientifically.  Thanks. 

 DR. PAGE:  Thank you. 

 Dr. Brindis. 

 DR. BRINDIS:  I voted yes for all three.  I think one of the lessons I received from this 

exercise today is the potential hazards of using a non-inferiority methodology for our use 

here at times.  And I give credit to both the Sponsors and the FDA for appreciating that 

potential pitfall in addressing the issues related to thrombosis in the small vessels and how 

that was approached.  I do believe this is a novel breakthrough technology for patients 

undergoing PCI, and it's a rational and judicious case selection. 

 And procedural management through physician education will be key to ensure 

safety and efficacy, and I look forward to real-world assessment of BVS through the registry 

platform to offer key insights for clinicians and the FDA and patients in terms of new 

subgroups that will be receiving the device, assuming its approval. 

 DR. PAGE:  Thank you. 
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 Dr. Patton. 

 DR. PATTON:  I also voted an optimistic yes.  I'm really excited about the promise of 

this new technology, and I am extremely hopeful that it will ultimately prove a major 

advance in patient care. 

 DR. PAGE:  Thank you very much. 

 Dr. Lange. 

 DR. LANGE:  I voted yes because I thought the data, the results were compelling.  

And kudos to the FDA.  I expect excellence during your presentations, and you don't 

disappoint.  They were terrific.  And you hope for it from the company, and it achieved it, 

and so you guys did a terrific job, so overall -- and I appreciate the collaboration between 

Abbott and the FDA.  It really -- this is actually a terrific Panel to be on.  Thank you. 

 DR. PAGE:  Thank you. 

 Dr. Somberg. 

 DR. SOMBERG:  I voted yes on all three questions, and I did that because the 

operational word was reasonable assurance of efficacy, safety, and a risk-benefit ratio, and 

that's what I think the Sponsor very ably demonstrated.  I just want to say very briefly, I 

think the Sponsor has a tremendous responsibility in carrying out the studies that will prove 

the long-term benefits of this device and, you know, not just market it on its potential and 

its hype and theoreticals but on actual hard data, and if they do that, I think they may sort 

of revolutionize the field of interventional cardiology. 

 DR. PAGE:  Dr. Weisfeldt. 

 DR. WEISFELDT:  I voted in favor of all three, and I think I accept very much the 
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subgroup and the intensity of the subgroup analyses on the small vessel as being some 

explanation.  It's rational and I think justified and providing explanation for the trends that 

concerned all of us in the data.   

 But I also want to comment that it appears that either because the Sponsor or the 

FDA, the Agency, insisted on or made a decision that had many operators with a new device 

that has technical differences, and almost certainly these operators were very skilled at the 

XIENCE device, and I really wonder about it when you're talking about a definitive study, 

whether that approach is really the best or whether it almost certainly predicts having this 

quandary where you have the best results of the XIENCE device in history against -- 

randomized against a new device often in the hands of people who have not had significant 

experience at the use, installing, the differences, the sequence that that device brings on. 

 DR. PAGE:  Thank you. 

 And Dr. Brinker. 

 DR. BRINKER:  I voted yes for all three questions and have the benefit of being the 

last to state my opinions, all of which have been previously stated by every other member 

of the Panel.  Thank you. 

 DR. PAGE:  Thank you very much. 

 I only get to vote when there's a tie.  Thankfully that doesn't happen too often, but I 

am allowed to give my own opinion, and I would have voted yes to all three.  If you think 

about it, the holy grail is the idea of putting in a stent that stays open, elutes a drug to keep 

it open, and then disappears.  People have been talking about this sort of thing for at least 2 

decades that I'm aware of, and I consider the technology potentially transformative.   
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 I want to thank the Sponsor for doing a really nice job in presenting and answering 

our many questions, FDA likewise for really putting this together beautifully.  I want to 

thank the public speakers, those who traveled I don't know how many miles to get here, 

and most importantly, the patients who bring us back to the reason that we're here.  I also 

want to thank our Patient, our Consumer, and our representative from Industry, and finally 

thank the Panel.  I think good work was done today, and I think we got to the right place. 

 So with that, Dr. Zuckerman, do you have any final remarks? 

 DR. ZUCKERMAN:  No, I think you've summarized it well.  The Panel did a great deal 

of excellent work today.  I want to thank them on behalf of FDA. 

 DR. PAGE:  Thank you, sir. 

 And with that, this meeting of the Circulatory System Devices Panel is now 

adjourned.  Have a good evening. 

 (Whereupon, at 4:49 p.m., the meeting was adjourned.) 
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